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CYCLIC UREA COMPOUND, AND PREPARATION, 
PHARMACEUTICAL COMPOSITION AND PHARMACEUTICAL USE THEREOF 

FIELD OF THE INVENTION 

5 

The present invention relates to a cyclic urea compound, process for its preparation, 
pharmaceutical composition comprising it and its pharmaceutical use, as an inhibitor on a 
protein kinase. Thus, it is useful for preventing or treating a physiological disorder capable 
of being modulated by inhibiting the activity of a protein kinase, such as a solid tumor. 

10 

BACKGROUND OF THE INVENTION 

Protein kinases belong especially to the following group: EGFR, Fak, FLK-1, 
FGFRl, FGFR2, FGFR3, FGFR4, FGFR5, flt-1, IGF-IR, KDR, PLK, PDGFR, tie2, VEGFR, 
15 AKT,andRaf.. 

Cancer remains a disease for which the existing treatments are clearly insufHcient. 
Certain protein kinases, especially including IGF-IR (Insulin Growth Factor 1 Receptor), 
play an important role in many cancers. The inhibition of such protein kinases is potentially 
important in the chemotherapy of cancers, especially for suppressing the growth or survival 
20 of tumors. 

Protein kinases participate in signaling events that control the activation, growth and 
differentiation of cells in response either to extracellular mediators or to changes in the 
environment. In general, these kinases belong to two groups: those that preferentially 
phosphorylate serine and/or threonine residues and those that preferentially phosphorylate 

25 tyrosine residues [S. K. Hanks and T. Hunter, FASEB. J., 1995, 9, pages 576-596]. The 
serine/threonine kinases are, for example, the isoforms of the protein kinases C [A. C. 
Newton, J. Biol. Chem., 1995, 270, pages 28495-28498] and a group of cycline-dependent 
kinases, for instance cdc2 [J. Pines, Trends in Biochemical Sciences, 1995, 18, pages 195- 
197]. The tyrosine kinases comprise growth factor receptors, for instance the epidermal 

30 grov^ factor (EGF) receptor [S. Iwashita and M. Kobayashi, Cellular Signalling, 1992, 4, 
pages 123-132], and cytosol kinases, for instance p56tck, p59fYn and ZAP-70 and the 
kinases csk [C. Chan et. al., Ann. Rev. Immunol., 1994, 12, pages 555-592]. 

Abnormally high levels of kinase protein activity have been implicated in many 
diseases, resulting from abnormal cellular functions. This may arise either directly or 
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indirectly from a dysfunction in the mechanisms for controlling the kinase activity, linked, 
for example, to a mutation, an overexpression or an inappropriate activation of the enzyme, 
or an over- or underproduction of cytokines or of growth factors, also involved in the 
transduction of the signals upstream or downstream of the kinases. In all these cases, a 
5 selective inhibition of the action of the kinases offers hope of a beneficial effect. 

The type 1 receptor for in the insulin-like growth factor (IGF-I-R) is a transmembrane 
receptor with tyrosine kinase activity which binds firstly to IGFI, but also to IGFII and to 
insulin with lower affinity. The binding of IGFI to its receptor results in oligomerization of 
the receptor, the activation of tyrosine kinase, intermolecular autophosphorylation and the 

1 0 phosphorylation of cell substrates (main substrates: IRS 1 and She). The receptor activated by 
its ligand induces mitogenic activity in normal cells. However, IGF-I-R plays an important 
role in "abnormal" growth. 

Several clinical reports underline the important role of the IGF-I route in the 
development of human cancers. 

1 5 IGF-I-R is often found overexpressed in many types of tumors (breast, colon, lung, 

sarcoma, etc.) and its presence is often associated with a more aggressive phenotype. 

High concentrations of circulating IGFI are strongly correlated with a risk of prostate 
cancer, lung cancer and breast cancer. 

Furthermore, it has been widely documented that IGF-I-R is necessary for 

20 establishing and maintaining the transformed phenotype in vitro as in vivo [Baserga R, Exp. 
Cell. Res., 1999, 253, pages 1-6]. The kinase activity of IGF-I-R is essential for the 
transformation activity of several oncogenes: EGFR, PDGFR, the large T antigen of the 
SV40 virus, activated Ras, Raf, and v-Src. The expression of IGF-I-R in normal fibroblasts 
induces a neoplastic phenotype, which may then result in the formation of a tumor in vivo. 

25 The expression of IGF-I-R plays an important role in substrate-independent growth. IGF-I-R 
has also been shown to be a protector in chemotherapy-induced and radiation-induced 
apoptosis, and cytokine-induced apoptosis. Furthermore, the inhibition of endogenous IGF-I- 
R with a negative dominant, the formation of a triple helix or the expression of an antisense 
sequence brings about suppression of the transforming activity in vitro and reduction of 

30 tumor growth in animal models. 

FAK is a cytoplasmic tyrosine kinase that plays an important role in transducing the 
signal transmitted by the integrins, a family of heterodimeric receptors of cellular adhesion. 
FAK and the integrins are colocalized in perimembrane structures known as adhesion 
plaques. It has been shown in many cell types that the activation of FAK and its 
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phosphorylation on tyrosine residues and in particular its autophosphorylation on tyrosine 
397 were dependent on the binding of the integrins to their extracellular ligands and thus 
induced during cellular adhesion [L. Romberg, et al. J. Biol. Chem. 267(33): 23439-442 
(1992)]. The autophosphorylation on tyrosine 397 of FAK is a binding site for another 
5 tyrosine kinase, Src, via its SH2 domain [Schaller et al. Mol. Cell. Biol. 14: 1680-1688 1994; 
Xing et al. Mol. Cell. Biol. 5: 413-421 1994]. Src can then phosphorylate FAK on tyrosine 
925, thus recruiting the adapter protein Grb2 and inducing in certain cells activation of the ras 
and MAP kinase pathway involved in controlling cellular proliferation [Schlaepfer et al. 
Nature; 372: 786-791 1994; Schlaepfer et al. Prog. Biophy. Mol. Biol. 71: 435-478 1999; 

1 0 Schlaepfer and Hunter, J. Biol. Chem. 272: 1 3 1 89- 1 3 1 95 1 997]. 

The activation of FAK can thus induce the jun NHa-terminal kinase (JNK) signaling 
pathway and result in the progression of the cells to the Gl phase of the cellular cycle [Oktay 
et al., J. Cell. Biol. 145: 1461-1469 1999]. Phosphatidylinositol-3-OH kinase (PI3-kinase) 
also binds to FAK on tyrosine 397 and this interaction might be necessary for the activation 

15 of PI3-kinase [Chen and Guan, Proc. Nat. Acad. Sci. USA. 91: 10148-10152 1994; Ling et al. 
J. Cell. Biochem. 73: 533-544 1999]. The FAK/Src complex phosphorylates various 
substrates, for instance paxillin and pl30CAS in fibroblasts [Vuori et al. Mol. Cell. Biol. 16: 
2606-2613 1996]. 

The results of numerous studies support the hypothesis that FAK inhibitors might be 
20 useful in treating cancer. Studies have suggested that FAK might play an important role in in 
vitro cell proliferation and/or survival. For example, in CHO cells, certain authors have 
demonstrated that the overexpression of pl25FAK induces an acceleration of the Gl to S 
transition, suggesting that pl25FAK promotes cellular proliferation [J.-H. Zhao et al. J. Cell 
Biol. 143: 1997-2008 1998]. Other authors have shown that tumor cells treated with FAK 
25 antisense oligonucleotides lose their adhesion and go into apoptosis (Xu et al. Cell Growth 
Differ. 4: 413-418 1996). It has also been demonstrated that FAK promotes the migration of 
cells in vitro. Thus, fibroblasts that are deficient for the expression of FAK ("knockout" mice 
for FAK) show a rounded morphology and deficiencies in cell migration in response to 
chemotactic signals, and these defects are suppressed by reexpression of FAK [DJ. Sieg et al., 
30 J. Cell Science. 1 12: 2677-91 1999]. The overexpression of the C-terminal domain of FAK 
(FKNK) blocks the stretching of adherent cells and reduces cellular migration in vitro [A. 
Richardson and J. T. Parsons Nature. 380: 538-540 1996]. The overexpression of FAK in 
CHO or COS cells or in human astrocytoma cells promotes migration of the cells. The 
involvement of FAK in promoting the proliferation and migration of cells in numerous cell 
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types in vitro suggests the potential role of FAK in neoplastic processes. A recent study has 
effectively demonstrated the increase in the proliferation of tumor cells in vivo after induction 
of the expression of FAK in human astrocytoma cells [L. A. Gary et al. J. Cell Sci. 109: 
1787-94 1996; D. Wang et al. J. Cell Sci. 1 13: 4221-4230 2000]. Furthermore, 
5 immunohistochemical studies on human biopsies have demonstrated that FAK is 
overexpressed in prostate cancer, breast cancer, thyroid cancer, cancer of the colon, 
melanoma, brain cancer and lung cancer, the level of expression of FAK being directly 
correlated to the tumors having the most aggressive phenotype [TM Weiner et al. Lancet. 342 
(8878): 1024-1025 1993; Owens et al. Cancer Research. 55: 2752-2755 1995; K. Maung et 
10 al. Oncogene 18: 6824-6828 1999; D. Wang et al. J. Cell Sci. 1 13: 4221-4230 2000]. 

Protein kinase AKT (also known as PKB) and phosphoinositide 3-kinase (PI3K) are involved 
in a cell signaling pathway that transmits signals from growth factors activating membrane 
receptors. 

This transduction pathway is involved in numerous cellular functions: regulation of 

15 apoptosis, control of transcription and translation, glucose metabolism, angiogenesis and 
mitochondrial integrity. First identified as an important component of insulin-dependent 
signaling pathways regulating metabolic responses, serine/threonine kinase AKT was then 
identified as a mediator playing a key role in survival induced with growth factors. It has 
been shown that AKT can inhibit death by apoptosis induced by various stimuli, in a certain 

20 number of cell types and tumor cells. In accordance with these findings, it has been shown 
that AKT can, by phosphorylation of given serine residues, inactivate BAD, GSK3n, 
caspase-9, and Forkhead transcription factor, and can activate EKKalpha and e-NOS. It is 
interesting to note that the protein BAD is found hyper-phosphorylated in 1 1 human tumor 
cell lines out of 41 studied. Furthermore, it has been shown that hypoxia modulates the 

25 induction of VEGF in cells transformed with Ha-ras by activating the PI3K/AKT pathway 
and by involving the binding sequence of the HIF-1 (hypoxia inducible factor- 1) transcription 
factor known as HRE for "hypoxy-responsive element". 

AKT plays a very important role in cancer pathologies. The amplification and/or 
overexpression of AKT has been reported in many human tumors, for instance gastric 

30 carcinoma (amplification of AKTl), ovary carcinoma, breast carcinoma or pancreatic 

carcinoma (amplification and overexpression of AKT2) and breast carcinomas deficient in 
estrogen receptors, and also androgen-independent prostate carcinomas (overexpression of 
AKT3). Furthermore, AKT is constitutively activated in all the PTEN (-/-) tumors, the PTEN 
phosphatase being deleted or inactivated by mutations in many types of tumors, for instance 



r 
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carcinomas of the ovary, of the prostate, of the endometrium, glioblastomas and melanomas. 
AKT is also involved in the oncogenic activation of bcr-abl (references: A. Khawaja, Nature 
1999, 401, 33-34; Cardone et al. Nature 1998, 282, 1318-1321; S. Kitada et al.. Am. J. 
Pathol. 1998 Jan; 152(1): 51-61; NM Mazure et al. Blood 1997, 90, 3322-3331; H. Zhong et 
5 al. Cancer Res. 2000, 60, 1541-1545). 

SUMMARY OF THE INVENTION 
The present invention relates to a cyclic urea compound of formula I: 

10 



R1 




r 

Y2 

wherein p is 0, 1 or 2, 

R and Rl, which may be identical or different, are O or NH, 

R2 and R3, which may be identical or different, are hydrogen, alkyl, alkenyl, alkynyl, 
15 cycloalkyl, aryl and heteroaryl that are optionally substituted, or R2 and R3 taken together 
with the carbon atom to which they are attached form 3- to 10-membered carbocyclyl that is 
optionally being substituted or 3- to 10-membered heterocyclyl containing one or more hetero 
atoms chosen from O, S, N and NR7 that is optionally being substituted, 
Al is single bond, alkyl, alkenyl or alkynyl, 
20 Y and Yl, which may be identical or different, are such that one of Y and Yl is -OCF3, 

-O-F2-CHF2, -O-CHF2, -O-CH2-CF3, -SO2NR5R6, -SF5 and -S(0)n-alkyl and the other of Y 
and Yl is -OCF3, -O-F2-CHF2, -O-CHF2, -O-CH2-CF3, SO2NR5R6, -SF5, -S(0)n-alkyl, 
hydrogen, halogen, hydroxy 1, alkoxy, nitro, -CN, -NR5R6, optionally substituted alkyl, 
optionally substituted aryl, optionally substituted heteroaryl, -CF3, -O-alkenyl, -O-alkynyl, 
25 -O-cycloalkyl, -S(0)n-alkenyl, -S(0) ^-alkynyl, -S(0)o-cycloalkyl, -CONR5R6, or free, 
salified or esterified carboxyl. 
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that is optionally substituted with one or more alkyl that are optionally substituted, 
q is 2, 3 or 4, 

R5 and R6, which may be identical or different, are hydrogen, alkyl, alkenyl, alkynyl, 
5 cycloalkyl, cycloalkenyl, heterocyclyl, optionally substituted aryl or optionally substituted 
heteroaryl, or R5 and R6 taken together with the nitrogen atom to which they are attached 
form 3- to 10-membered heterocyclyl containing one or more hetero atoms chosen from O, S, 
N and NR7 that is optionally being substituted, 

A2, which may be identical to or different from Al, is defined as Al or is CO or SO25 
10 B2 is saturated or unsaturated, 3- to 10-membered monocyclic or bicyclic heterocyclyl 
containing one or more hetero atoms chosen from O, S, N and NR7 that is optionally 
substituted with one or more identical or different substituents defined as Y2, 
R7 is hydrogen, alkyl, cycloalkyl, phenyl, acyl, -S(0)2Alk, -S(0)2Aryl, -S(0)2heteroaryl or - 
S(0)2NR5R6, 

15 Y2 is hydrogen, halogen, hydroxyl, cyano, alkyl, alkoxy, cycloalkyl, heterocyclyl, aryl, 
heteroaryl, -O-alkenyl, -O-alkynyl, -O-cycloalkyl, -S(0)n-alkyl, -S(0)„-alkenyl, -S(0)„- 
alkynyl, -S(0)n-cycloalkyl, -COOR13, -OCOR13, NR5R6, CONR5R6, -S(0)n-NR5R6, - 
NR10-CO-R13, -NR10-SO2-R13,NH-SO2-NR5R6, -NR10-CO-NR5R6, -NR10-CS-NR5R6 
or -NR10-COOR13, all of which are optionally substituted, 

20 all the alkyl, alkenyl, alkynyl and alkoxy above are linear or branched and contain not more 
than 6 carbon atoms, 

all the cycloalkyl and heterocyclyl above contain not more than 7 carbon atoms, 

all the aryl and heteroaryl above contain not more than 10 carbon atoms, 

all the carbocyclyl, heterocyclyl, alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, heterocyclyl, 

25 aryl and heteroaryl above, and also the ring formed by R5 and R6 with the nitrogen atom to 
which they are attached, are optionally substituted with one or more substituents, which may 
be identical or different, selected from the group consisting of halogen, cyano, hydroxyl, 
alkoxy, -CF3, nitro, aryl, heteroaryl, -C(=0)-0R9, -C(=0)-R8, -NRl 1R12, 
-C(=0)-NR11R12, -N(R10>C(=O)-R8, -N(R1 0)-C(=O)-OR9, -N(R10)-C(=O)-NRIlR12, - 

30 N(R10)-S(OVR8, -S(0)o-R8, -N(R10)-S(O)o-NRl 1R12 and -S(0)n-NR1 1R12, 

all the aryl and heteroaryl above are optionally substituted with one or more substituents 
selected from the group consisting of alkyl, alkoxy and alkylenedioxy. 
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all the cyclic radicals above, and also the ring formed by R5 and R6 with the nitrogen atom to 
which they are attached, are optionally substituted with one or more substituents selected 
from the group consisting of oxo and thioxo, 
n is 0 to 2, 

5 R8 is alkyl, alkenyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, 
aiylalkyl, heteroaryl and heteroarylalkyl, 
R9 is defined as R8 or is hydrogen, 
RIO is hydrogen or alkyl, 

Rl 1 and R12, which may be identical or different, are hydrogen, C3-C6 cycloalkyl, C1-C4 
1 0 alkyl or phenyl, optionally substituted with one or more substituents, which may be identical 
or different, selected from the group consisting of halogen, cyano, hydroxyl, alkoxy, -CF3, 
nitro, phenyl, and free, salified, esterified or amidated carboxyl, 

or Rl 1 and R12 taken together with the nitrogen atom to which they are attached form 5- to 
7-membered cyclic radical containing one or more hetero atoms chosen from O, S, N and 
15 NR7, preferably a cyclic amine, and 

R13, which may be identical to or different to R5 or R6, is defined as R5 or R6, or 
racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof, 
with the proviso: 

20 a) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3 or -S-alk, A2 is single bond or alkyl and B2 is 
an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and the other 
imidazolylalkyl; 

b) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
25 identical or different, are at least one is -OCF3, -SO-Alk, -S(0)2-alk or -SO2NH2, A2 is CH2 

and B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and 
the other alkyl optionally interrupted with O, S or ; always substituted with a hydroxamate (— 
CO-NHOH); 

c) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
30 identical or different, are at least one is -S(0)n-alk, A2 is single bond and B2 is an optionally 

substituted 5- or 6-membered aromatic heterocyclyl, then R2 and R3 are not selected from 
the group consisting of hydrogen, alkyl, arylalkyl, aryl and heteroaryl; or 

d) when p is 0 to 2, R and Rl are oxygen, Al is single bond, Y and Yl, which may be 
identical or different, are one is -S02Alk or SO2NH2 and the other is NR5R6, A2 is single 
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bond or alkylene and B2 is optionally substituted 5- to lO-membered heterocyclyl, then R2 
and R3 are not both hydrogen. 

The invention is also directed to a pharmaceutical composition comprising a 
compound of formula I, method of preparation thereof and method for pharmaceutical use of 
5 the compound of formula I in a patient. 

DETAILED DESCRIPTION OF THE INVENTION 

As used above, and throughout the description of the invention, the following terms, 
1 0 unless otherwise indicated, shall be understood to have the following meanings:- 

The term "Hal", "Halo" or halogen denotes fluorine, chlorine, bromine or iodine 

atoms. 

The term "alkyl", "alk", "Alk" or "ALK" denotes a linear or branched radical 
15 containing not more than 12 carbon atoms, chosen from methyl, ethyl, propyl, isopropyl, 
butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isopentyl, sec-pentyl, tert-pentyl, neopentyl, 
hexyl, isohexyl, sec-hexyl, tert-hexyl, heptyl, octyl, nonyl, decyl, imdecyl and dodecyl 
radicals, and also the linear or branched positional isomers thereof. 

Mention is made more particularly of alkyl radical containing not more than 6 carbon 
20 atoms, and especially methyl, ethyl, propyl, isopropyl, n-butyl, isobutyl, tert-butyl, linear or 
branched pentyl and linear or branched hexyl. 

The term "alkenyl" denotes a linear or branched radical containing not more than 12 
carbon atoms and preferably 4 carbon atoms, chosen, for example, from the following values: 
ethenyl or vinyl, propenyl or allyl, 1-propenyl, n-butenyl, i-butenyl, 3-methyI-2-butenyl, 
25 n-pentenyl, hexenyl, heptenyl, octenyl, cyclohexylbutenyl and decenyl, and also the linear or 
branched positional isomers thereof; more particularly is allyl or butenyl. 

The term "alkynyl" denotes a linear or branched radical containing not more than 12 
carbon atoms and preferably 4 carbon atoms, chosen, for example, from the following values: 
ethynyl, propynyl or propargyl, butynyl, n-butynyl, i-butynyl, 3-methyl-2-butynyl, pentynyl 
30 or hexynyl, and also the linear or branched positional isomers thereof; more particularly is 
propargyl. 

The term "alkoxy" denotes a linear or branched radical containing not more than 12 
carbon atoms and preferably 6 carbon atoms chosen, for example, from methoxy, ethoxy. 



FRAV2003/0002 US NP 



propoxy, isopropoxy, linear, secondary or tertiary butoxy, pentoxy, hexoxy and heptoxy 
radicals, and also the linear or branched positional isomers thereof. 

The term "alkoxycarbonyl" or alkyl-O-CO- denotes a linear or branched radical 
containing not more than 12 carbon atoms, in which the alkyl radical has the meaning given 
5 above: examples include methoxycarbonyl and ethoxycarbonyl radicals. 

The term "alkylenedioxj^' or -O-alkylene-O- denotes a linear or branched radical 
containing not more than 12 carbon atoms, in which the alkylene radical has the meaning 
given above: examples include methylenedioxy and ethylenedioxy radicals. 

The term "alkylsulfinyl" or alkyl-SO- denotes a linear or branched radical containing 
10 not more than 12 carbon atoms, in which the alkyl radical has the meaning given above and 
preferably contains 4 carbon atoms. 

The term "alkylsulfonyl" or alkyI-S02- denotes a linear or branched radical 
containing not more than 12 carbon atoms, in which the alkyl radical has the meaning given 
above and preferably contains 4 carbon atoms. 
1 5 The term "alkylsulfonylcarbamoyl" or alkyl-S02-NH-C(=0)- denotes a linear or 

branched radical containing not more than 12 carbon atoms, in which the alkyl radical has the 
meaning given above and preferably contains 4 carbon atoms. 

The term "alkyithio" or alkyl-S- denotes a linear or branched radical containing not 
more than 12 carbon atoms and especially is methylthio, ethylthio, isopropylthio and 
20 heptylthio radicals. 

The term "cycloalkyl" denotes a 3- to 10-membered monocyclic or bicyclic 
carbocyclic or carbocyclyl radical and especially denotes cyclopropyl, cyclobutyl, 
cyclopentyl and cyclohexyl radicals.. 

The term "-O-cycloalkyl" denotes a radical in which the cycloalkyl radical has the 
25 meaning given above. 

The term "cycloalkenyl" denotes a 3- to 10-membered monocyclic or bicyclic 
nonaromatic carbocyclic or carbocyclyl radical containing at least one double bond, and 
especially denotes cyclobutenyl, cyclopentenyl and cyclohexenyl radicals. 

The term "cycloalkylalkyl" denotes a radical in which cycloalkyl and alkyl are 
30 chosen from the values indicated above: this radical thus denotes, for example, 

cyclopropylmethyl, cyclopentylmethyl, cyclohexylmethyl and cycloheptylmethyl radicals. 

The term "acyl" or rad-CO- denotes a linear or branched radical containing not more 
than 12 carbon atoms, in which the rad is hydrogen, alkyl, cycloalkyl, cycloalkenyl, 
cycloalkyl, heterocyclyl or aryl radical, these radicals having the values indicated above and 
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being optionally substituted as indicated: examples include the formyl, acetyl, propionyl, 
butyryl or benzoyl radicals, valeryl, hexanoyl, acryloyl, crotonoyl or carbamoyl. 

The term "acyloxy" means acyl-O- radical in which acyl has the meaning given 
above: examples include acetoxy or propionyloxy radicals. 
5 The term "acylamino" means acyl-NH- radical in which acyl has the meaning given 

above. 

The term "aryl" denotes unsaturated monocyclic radical or unsaturated radical 
consisting of fused carbocyclic rings. Examples of such aryl radicals that may be mentioned 
include phenyl or naphthyl radicals. 

1 0 Mention is made more particularly of the phenyl radical. 

The term "arylalkyl" means radical resulting from the combination of the optionally 
substituted alkyl radicals mentioned above and the optionally substituted aryl radicals also 
mentioned above: examples include benzyl, phenylethyl, 2-phenethyl, triphenylmethyl or 
naphthalenemethyl radicals. 

1 5 The term "heterocyclic" denotes a saturated carbocyclic radical (heterocyclyl) or 

unsaturated carbocyclic radical (heteroaryl) which is at least 6-membered, interrupted with 
one or more hetero atoms, which may be identical or different, chosen from oxygen, nitrogen 
and sulfur atoms. 

Heterocyclyl radical that may especially be mentioned include dioxolane, dioxane, 
20 dithiolane, thiooxolane, thiooxane, oxiranyl, oxolanyl, dioxolanyl, piperazinyl, piperidyl, 
pyrrolidyl, imidazolidinyl, pyrazolidinyl, morpholinyl, or tetrahydrofliryl, tetrahydrothienyl, 
chromanyl, dihydrobenzofiiranyl, indolinyl, piperidyl, perhydropyranyl, pyrindolinyl, 
tetrahydroquinolyl, tetrahydroisoquinolyl and thioazolidinyl radicals, all these radicals being 
optionally substituted. 

25 Among the heterocyclyl radical that may especially be mentioned are optionally 

substituted piperazinyl, optionally substituted piperidyl, optionally substituted pyrrolidinyl, 
imidazolidinyl, pyrazolidinyl, morpholinyl and thioazolidinyl radicals: mention may also be 
made more particularly of optionally substituted morpholinyl, pyrrolidyl and piperazinyl 
radicals. 

30 The term "heterocyclylalkyl" means radical in which the heterocyclyl and alkyl 

residues have the above meanings. 

Among the 5-membered heteroaryl radicals that may be mentioned are fiiryl radicals 
such as 2-furyl, thienyl radicals such as 2-thienyl and 3-thienyl, and pyrrolyl, diazolyl. 
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thiazolyl, thiadiazolyl, thiatriazolyl, isotfaiazolyl, oxazolyl, oxadiazolyl, 3- or 4-isoxazolyl, 
imidazolyl, pjo^olyl and isoxazolyl radicals. 

Among the 6-membered heteroaryl radicals that may especially be mentioned are 
pyridyl radicals such as 2-pyridyl, 3-pyridyl and 4-pyridyl, and pyrimidyl, pyrimidinyl, 
5 pyridazinyl, pyrazinyl and tetrazolyl radicals. 

Among the fused heteroaryl radicals containing at least one hetero atom chosen from 
sulfur, nitrogen and oxygen, examples include benzothienyl such as 3-benzothienyl, 
benzofuryl, benzofuranyl, benzopyrrolyl, benzimidazolyl, benzoxazolyl, thionaphthyl, 
indolyl, purinyl, quinolyl, isoquinolyl and naphthyridinyl. 
1 0 Among the fused heteroaryl radicals that may be mentioned more particularly are 

benzothienyl, benzofuranyl, indolyl, quinolyl, benzimidazolyl, benzothiazolyl, fiiryl, 
imidazolyl, indolizinyl, isoxazolyl, isoquinolyl, isothiazolyl, oxadiazolyl, pyrazinyl, 
pyridazinyl, p3^azolyl, pyridyl, pyrimidinyl, pyrrolyl, quinazolinyl, 1.3.4-thiadiazolyl, 
thiazolyl and thienyl radicals and triazolyl groups, these radicals optionally being substituted 
15 as indicated for the heteroaryl radicals; 

The term "cyclic amine" denotes a 3- to 8-membered cycloalkyl radical in which one 
carbon atom is replaced with a nitrogen atom, the cycloalkyl radical having the meaning 
given above and also possibly containing one or more other hetero atoms chosen from O, S, 
SO2, N and NR7 with R7 as defined above; examples of such cyclic amines that may be 
20 mentioned include pyrrolidyl, piperidyl, morpholinyl, piperazinyl, indolinyl, pyrindolinyl and 
tetrahydroquinolyl radicals. 

The term "patient" denotes a human being or other mammal. 

The term "prodrug" denotes a compound that may be converted in vivo via metabolic 
mechanisms (such as hydrolysis) into a product of formula I. For example, an ester of a 
25 compound of formula I containing a hydroxyl group may be converted by hydrolysis in vivo 
into its parent molecule. Alternatively, an ester of a compound of formula I containing a 
carboxyl group may be converted by in vivo hydrolysis into its parent molecule. 

Examples of esters of the compound of formula I containing a hydroxyl group that 
may be mentioned include the acetates, citrates, lactates, tartrates, malonates, oxalates, 
30 salicylates, propionates, succinates, fumarates, maleates, methylenebis-P- 

hydroxynaphthoates, gentisates, isethionates, di-p-tolyltartrates, methanesulfonates, 
ethanesulfonates, benzenesulfonates, p-toluenesulfonates, cyclohexylsulfamates and quinates. 

Esters of products of formula I that are particularly useful, containing a hydroxyl 
group, may be prepared from acid residues such as those described by Bundgaard et. al., J. 
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Med. Chem., 1989, 32, page 2503-2507: these esters especially include substituted 
(aminomethyl)benzoates, dialkylaminomethylbenzoates in which the two alkyl groups may 
be linked together or may be interrupted with an oxygen atom or with an optionally 
substituted nitrogen atom, i.e., an alkylated nitrogen atom, or (morpholinomethyl)benzoates, 
5 e.g., 3- or 4-(morpholinomethyl)ben2oates, and (4-alkylpipera2in-l-yl)benzoates, e.g., 3- or 
4-(4-alky Ipiperazin- 1 -y l)benzoates. 

The carboxyl radical of the compound of formula I may be salified or esterified with 
various groups known to those skilled in the art, among which nonlimiting examples include 
the following compounds: ; 

10 - among the salification compounds, mineral bases such as, for example, one equivalent of 
sodium, potassium, lithium, calcimn, magnesium or ammonium, or organic bases such as, for 
example, methylamine, propylamine, trimethylamine, diethylamine, triethylamine, N,N- 
dimethylethanolamine, tris(hydroxymethyl)aminomethane, ethanolamine, pyridine, picoline, 
dicyclohexylamine, morpholine, benzylamine, procaine, lysine, arginine, histidine or N- 

1 5 methy Iglucamine, ; 

- among the esterification compounds, alkyl radicals to form alkoxycarbonyl groups such as, 
for example, methoxycarbonyl, ethoxycarbonyl, tert-butoxycarbonyl or ben2yloxycarbonyl, 
these alkyl radicals possibly being substituted with radicals chosen, for example, from 
halogen atoms and hydroxyl, alkoxy, acyl, acyloxy, alkylthio, amino or aryl radicals, such as, 

20 for example, in chloromethyl, hydroxypropyl, methoxymethyl, propionyloxymethyl, 
methylthiomethyl, dimethylaminoethyl, benzyl or phenethyl groups. 

The term "esterified carboxyl" means, for example, radical such as alkyloxycarbonyl 
radical, for example methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl, butyl or tert- 
butyloxycarbonyl, cyclobutyloxycarbonyl, cyclopentyloxycarbonyl or 

25 cyclohexyloxycarbonyL 

Mention may also be made of radicals formed with readily cleavable ester residues, 
such as methoxymethyl or ethoxymethyl radicals; acyloxyalkyl radicals such as 
pivaloyloxymethyl, pivaloyloxyethyl, acetoxymethyl or acetoxyethyl; 

alkyloxycarbonyloxyalkyl radicals such as methoxycarbonyloxy methyl or ethyl radicals, and 
30 isopropyloxycarbonyloxy methyl or ethyl radicals. 

A list of such ester radicals may be found, for example, in European patent EP 0 034 

536. 

The term "amidated carboxyl" means radical of the type -CONR5R6 as defined 
above: also intended are the radicals NCOR6R7 in which the radicals R6 and R7, which may 
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be identical or different, are a hydrogen atom or an alkyl radical containing from 1 to 4 
carbon atoms such as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl or tert-butyl 
radicals and especially amino, alkylamino and dialkylamino radicals. 

The term "alkylamino" means linear or branched methylamino, ethylamino, 
5 propylamino or butylamino radical. Alkyl radicals containing not more than 4 carbon atoms 
are preferred, the alkyl radicals possibly being chosen from the alkyl radicals mentioned 
above. 

The term "dialkylamino" means, for example, dimethylamino, diethylamino and 
methylethylamino radical. As previously, alkyl radicals containing not more than 4 carbon 
10 atoms, chosen from the list indicated above, are preferred. 

The radicals NR5R6 or NR6R7 may also form a heterocyclyl which may or may not 
comprise an additional hetero atom. Mention may be made of pyrrolyl, imidazolyl, indolyl, 
piperidyl, morpholinyl and piperazinyl radicals. The piperidyl, morpholinyl and piperazinyl 
radicals are preferred. 

15 The term "salified carboxyl" means the salt formed, for example, with one equivalent 

of sodium, potassium, lithium, calcium, magnesium or ammonium. Mention may also be 
made of the salts formed with organic bases such as methylamine, propylamine, 
trimethylamine, diethylamine and triethylamine. The sodium salt is preferred. 

When the compound of formula I comprise an amino radical that may be salified with 

20 an acid, it is clearly understood that these acid salts also form part of the invention. Mention 
may be made of the salts obtained, for example, with hydrochloric acid or methanesulfonic 
acid. 

The addition salts with mineral or organic acids of the compound of formula I may 
be, for example, the salts formed with hydrochloric acid, hydrobromic acid, hydriodic acid, 

25 nitric acid, sulfuric acid, phosphoric acid, propionic acid, acetic acid, trifluoroacetic acid, 
formic acid, benzoic acid, maleic acid, fumaric acid, succinic acid, tartaric acid, citric acid, 
oxalic acid, glyoxylic acid, aspartic acid, ascorbic acid, alkylmonosulfonic acids such as, for 
example, methanesulfonic acid, ethanesulfonic acid or propanesulfonic acid, alkyldisulfonic 
acids such as, for example, methanedisulfonic acid or alpha,beta-ethanedisulfonic acid, 

30 arylmonosulfonic acids such as benzenesulfonic acid, and aryldisulfonic acids. 

It may be recalled that stereoisomerism may be defined in its broad sense as the 
isomerism of compounds having the same structural formulae but whose various groups are 
arranged differently in space, especially such as in monosubstituted cyclohexanes whose 
substituent may be in an axial or equatorial position, and the various possible rotational 
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conformations of ethane derivatives. However, there is another type of stereoisomerism, due 
to the different spatial arrangements of fixed substituents, either on double bonds or on rings, 
which is often referred to as geometrical isomerism or cis-trans (E and Z) isomerism. The 
term "stereoisomer" is used in the present patent application in its broadest sense and thus 
5 relates to all the compounds indicated above. 

EMBODIMENTS 

With reference to inventions described herein, below are particular embodiments 
1 0 related thereto. 

A particular embodiment according to the invention is the compound of formula I 
wherein p is 0 to 2, 

R and Rl, which may be identical or different, are O or NH, 

15 R2 and R3, which may be identical or different, are hydrogen, alkyl, alkenyl, alkynyl, 

cycloalkyl, aryl and heteroaiyl which are optionally substituted, or R2 and R3 taken together 
with the carbon atom to which they are attached form 3- to 10-membered optionally 
substituted carbocyclyl or 3- to 10-membered optionally substituted heterocyclyl containing 
one or more hetero atoms chosen from O, S, N and NR7, 

20 Al is single bond, alkyl, allyl or propynyl, 

Y and Yl, which may be identical or different, are such that one from among Y and Yl is 
selected from the group consisting of -OCF3, -S(0)nCF3, -S(0)n-alk, -SO2CHF2, -SO2CF2CF3 
and -SO2NR5R6 and the other of Y and Yl is selected from the group consisting of these 
same definitions and hydrogen, halogen, hydroxyl, alkoxy, -NR5R6, optionally substituted 

25 alkyl, optionally substituted aryl, optionally substituted heteroaiyl, -CF3, -O-allyl, -O- 

propynyl, -O-cycloalkyl, -S(0)n-allyl, -S(0)n-propynyl, -S(0)n-cycloalkyl, -CONR5R6 and 
free, salified or esterified carboxyl, 

wherein R5 and R6, which may be identical or different, are selected from the group 
consisting of hydrogen, alkyl, alkenyl, cycloalkyl, cycloalkenyl, heterocyclyl, aryl and 
30 heteroaryl, which are optionally substituted, or R5 and R6 taken together with the nitrogen 
atom to which they are attached form 3- to 10-membered heterocyclyl containing one or more 
hetero atoms chosen from O, S, N and NR7, which is optionally substituted, 
A2, which may be identical to or different from Al, is defined as Al or CO or SO2, 
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B2 is a saturated or unsaturated heterocyclyl containing 1 or more identical or different hetero 
atoms chosen from O, S, N and NR7, optionally substituted with one or more identical or 
different substituents chosen from the definition of Y2, 

R7 is hydrogen, alkyl, cycloalkyl, phenyl, acyl, -S(0)2Alk, -S(0)2Aryl, S(0)2heteroaiyl or 
5 -S(0)2NR5R6 radical, 

Y2 is hydrogen, halogen, hydroxyl, alkyl, alkoxy, cycloalkyl, heterocyclyl, aiyl, heteroaryl, - 
O-allyl, -O-propynyl, -O-cycloalkyl, -S(0)n-alkyl, -S(0)n-allyl, -S(0)n-propynyl, -S(0)n- 
cycloalkyl, -COORP, -OCOR8, -NR5R6, -CONR5R6, -S(OVR5R6, -NHCORS, -NH- 
S(0)„R8, -NH-S(0)nCF3 or -NH-SO2-NR5R6, all these radicals being optionally substituted, 

10 all the carbocyclyl, heterocyclyl, alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, heterocyclyl, 

aryl and heteroaryl above are optionally substituted with one or more substituents, which may 
be identical or different, selected from the group consisting of halogen, cyano, hydroxyl, 
alkoxy, -CF3, nitro, aryl, heteroaryl, -C(=0)-0R9, -C(=0)-R8, -NRl 1R12, 
-.C(=0>NR11R12, .N(R10)-C(=O)-R8, -N(R10)-C(=O)-OR9,N(R10)-C(=O)-NRllR12, - 

1 5 N(R10)-S(O)n-R8, -S(0)n-R8, -N(R10)-S(O)n-NRl 1R12 or -S(0)„-NR1 1R12, and 

all the aryl and heteroaryl above are optionally substituted with one or more substituents 
selected from the group consisting of alkyl and alkylenedioxy radicals, or 
racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof, 

20 with the proviso: 

a) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3 or — S-alk, A2 is single bond or alkyl and B2 is 
an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and the other 

imidazolylalkyl; 

25 b) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3, -SO-Alk, -S(0)2-alk or -SO2NH2, A2 is CH2 
and B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and 
the other alkyl optionally interrupted with O, S or ; always substituted with a hydroxamate (— 
CO-NHOH); 

30 c) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -S(0)n-alk, A2 is single bond and B2 is an optionally 
substituted 5- or 6-membered aromatic heterocyclyl, then R2 and R3 are not selected from 
the group consisting of hydrogen, alkyl, arylalkyl, aryl and heteroaryl; or 
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d) when p is 0 to 2, R and Rl are oxygen, Al is single bond, Y and Yl, which may be 
identical or different, are one is -S02Alk or SO2NH2 and the other is NR5R6, A2 is single 
bond or alkylene and B2 is optionally substituted 5- to 10-membered heterocyclyl, then R2 
and R3 are not both hydrogen. 
5 Another particular embodiment according to the invention is where 

p is 0 to 2, 

R and Rl, which may be identical or different, are O or NH, 

R2 and R3, which may be identical or different, are hydrogen, alkyl, alkenyl, cycloalkyl, 
phenyl and heteroaryl, which are optionally substituted, or R2 and R3 taken together with the 
10 carbon atom to which they are attached form, a carbocyclyl or heterocyclyl, these radicals 
being 3- to 10-membered and the heterocyclyl contains one or more hetero atoms chosen 
from O, S, N and NR7, all these radicals being optionally substituted, 
Al is single bond, alkyl, allyl or propynyl, 

Y and Yl, which may be identical or different, are one from among Y and Yl is selected 
1 5 from the group consisting of -OCF3, -S(0)nCF3, S(0)n-alk, -SO2CHF2, -SO2CF2CF3 and - 
SO2NR5R6 and the other from Y and Yl is selected from the group consisting of -OCF3, - 
S(0)oCF3, S(0)n-alk, -SO2CHF2, -SO2CF2CF3, -SO2NR5R6, hydrogen, halogen, hydroxyl, 
alkoxy, NR5R6, optionally substituted alkyl, optionally substituted phenyl, optionally 
substituted pyrazolyl and optionally substituted pyridyl, 
20 R5 and R6, which may be identical or different, are hydrogen, alkyl, alkenyl, cycloalkyl, 
heterocyclyl, phenyl or heteroaryl, which are optionally substituted, or R5 and R6 taken 
together with the nitrogen atom to which they are attached form, a 3- to 10-membered 
heterocyclyl that contains one or more hetero atoms chosen from O, S, N and NR7, which is 
optionally substituted, 

25 A2, which may be identical to or different from Al, is defined as Al or is CO or SO2, 

B2 is a saturated or unsaturated 3- to 10-membered heterocyclyl that contains one or more 
hetero atoms, which may be identical or different, chosen from O, S, N and NR7, optionally 
substituted with one or more substituents, which may be identical or different substituents 
defined as Y2, 

30 R7 is hydrogen or an alkyl, cycloalkyl or phenyl radical, 

Y2 is hydrogen, halogen, hydroxyl, alkyl, alkoxy, cycloalkyl, heterocyclyl, phenyl, 
heteroaryl, -O-cycloalkyl, -S(OValk, -S(0)n-cycloalkyl, -COOR9, -OCOR8, -NR5R6, 
-CONR5R6, S(0)„-R5R6, -NHCOR8 and -NH-S(0)nR8, all these radicals being optionally 
substituted. 
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all the alkyl, alkenyl, alkynyl and alkoxy radicals above being linear or branched and contain 
not more than 6 carbon atoms, 

all the cycloalkyl and heterocyclyl radicals above containing not more than 7 carbon atoms, 
all the aryl and heteroaryl radicals above containing not more than 10 carbon atoms, 
5 all the carbocyclic and heterocyclic alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, heterocyclyl, 
aryl and heteroaryl radicals above being optionally substituted with one or more radicals, 
which may be identical or different, chosen from halogen atoms and cyano, hydroxyl, alkoxy, 
-CF3, nitro, phenyl, heteroaryl, -C(=0)-0R9, -C(=0)-R8, -NRl 1R12, -C(=0)-NR1 1R12, 
-N(R10>C(=O)-R8, -N(R10>C(=O)-OR9, N(R10).C(=O)-NRl 1R12, -N(R10)-S(O)n-R8, 
10 -S(0)o-R8, -N(R10)-S(O)o-NRl 1R12 and .S(0)„-NR1 1R12, 

all the aryl and heteroaryl radicals above are optionally substituted with one or more radicals 
chosen from alkyl and alkylenedioxy, 
n is 0 to 2, 

R8 is alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, phenyl or 
15 phenylalkyl, 

R9 is defined as R8 or is hydrogen, 
RIO is hydrogen or alkyl, and 

Rl 1 and R12, which may be identical or different, are hydrogen, CrC4 alkyl and phenyl, 
which are optionally substituted with one or more radicals, which may be identical or 

20 different, chosen from halogen, hydroxyl, alkoxy, -CF3, nitro, phenyl and free, salified, 
esterified or amidated carboxyl, or Rll and R12 taken together with the nitrogen atom to 
which they are attached form 5- to 7-membered cyclic radical containing one or more hetero 
atoms chosen from O, S, N and NR7, preferably a cyclic amine, or 
racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 

25 addition salt with mineral or organic acid or with mineral or organic base thereof, 
with the proviso: 

a) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3 or -S-alk, A2 is single bond or alkyl and B2 is 
an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and the other 

30 imidazolylalkyl; 

b) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3, -SO-Alk, -S(0)2-alk or -SO2NH2, A2 is CH2 
and B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and 
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the other alkyl optionally interrupted with O, S or ; always substituted with a hydroxamate (- 
CO-NHOH); 

c) when p is 0, R and RI are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -S(0)n-alk, A2 is single bond and B2 is an optionally 

5 substituted 5- or 6-membered aromatic heterocyclyl, then R2 and R3 are not selected from 
the group consisting of hydrogen, alkyl, arylalkyl, aryl and heteroaryl; or 

d) when p is 0 to 2, R and Rl are oxygen, Al is single bond, Y and Yl, which may be 
identical or different, are one is -SOiAlk or SO2NH2 and the other is NR5R6, A2 is single 
bond or alkylene and B2 is optionally substituted 5- to 10-membered heterocyclyl, then R2 

1 0 and R3 are not both hydrogen. 

A further particular embodiment according to the invention is where 
Y and Yl, which may be identical or different, are such that one from among Y and Yl is 
selected from the group consisting of OCF3, -O-CF2-CHF2, -O-CHF2, -O-CH2-CF3, 
-S(0)nCF3, -S-CF2-CF2-CF3, -S(OValk, -S-Alk-O-Alk, -S-Alk-OH, -S-Alk-CN, 

1 5 -S-Alk-heterocyclyl, -SO2CHF2, -SO2CF2CF3, -SO2NR5R6 and -SF5, in which Alk is alkyl 
containing from 1 to 4 carbon atoms, and the other from among Y and Yl is chosen from the 
following values: hydrogen, halogen, nitro, -NR5R6, free or esterified carboxyl, and 
-CONR5R6, 




20 

being optionally substituted with one or more alkyl, which are themselves optionally 
substituted, or 

racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof, with the 
26 proviso: 

a) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3 or -S-alk, A2 is single bond or alkyl and B2 is 
an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and the other 
imidazolylalkyl; 

30 b) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3, -SO- Alk, -S(0)2-alk or -SO2NH2, A2 is CH2 
and B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and 
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the other alkyl optionally interrupted with O, S or ; always substituted with a hydroxamate (- 
CO-NHOH); or 

c) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -S(0)n-alk, A2 is single bond and B2 is an optionally 
5 substituted 5- or 6-membered aromatic heterocyclyl, then R2 and R3 are not selected from 
the group consisting of hydrogen, alkyl, arylalkyl, aryl and heteroaryl. 

A further particular embodiment according to the invention is where 
one from among Y and Yl is hydrogen and the other is chosen from -OCF3, -S(0)nCF3, - 
S(0)o-alk, -SO2CHF2, -SO2CF2CF3 and -SO2NR5R6, or 
10 racemic, enantiomeric or diastereoisomeric isomer form of the compoimd of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof, 
with the proviso: 

a) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3 or -S-alk, A2 is single bond or alkyl and B2 is 

15 an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and the other 
imidazolylalkyl; 

b) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3, -SO-Alk, -S(0)2-alk or -SO2NH2, A2 is CH2 
and B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and 

20 the other alkyl optionally interrupted with O, S or ; always substituted with a hydroxamate (- 

CO-NHOH); or 

c) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -S(0)n-alk, A2 is single bond and B2 is an optionally 
substituted 5- or 6-membered aromatic heterocyclyl, then R2 and R3 are not selected from 

25 the group consisting of hydrogen, alkyl, arylalkyl, aryl and heteroaryl. 

A further particular embodiment according to the invention is where 
one from among Y and Yl is hydrogen and the other is chosen from -S(0)nCF3, -SO-Alk, 
-S(0)2Alk, -SO2CHF2, -SO2CF2CF3 and -SO2NR5R6, or 

racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
30 addition salt with mineral or organic acid or with mineral or organic base thereof, 
with the proviso: 

a) when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -OCF3, -SO-Alk, -S(0)2-alk or -SO2NH2, A2 is CH2 
and B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and 
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the other alkyl optionally interrupted with O, S or ; always substituted with a hydroxamate (- 
CO-NHOH); or 

b) when p is 0, R and Rl are oxygen, Al is asingle bond or alkyl, Y and Yl, which may be 
identical or different, are at least one is -S(0)n-alk, A2 is single bond and B2 is an optionally 
5 substituted 5- or 6-membered aromatic heterocyclyl, then R2 and R3 are not selected from 
the group consisting of hydrogen, alkyl, arylalkyl, aryl and heteroaiyl. 

A further particular embodiment according to the invention is where 
one from among Y and Yl is hydrogen and the other is chosen from -S(0)nCF3, -SO2CHF2, 
-SO2CF2CF3 and -SO2NR5R6, or 
1 0 racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof, 
with the proviso: 

when p is 0, R and Rl are oxygen, Al is single bond or alkyl, Y and Yl, which may be 
identical or different, are such that one is hydrogen and the other is -SO2NH2, A2 is CH2 and 
15 B2 is an optionally substituted heterocyclyl, then R2 and R3 are not one hydrogen and the 
other alkyl optionally interrupted by O, S or N-alk, always substituted with a hydroxamate (- 
CO-NHOH). 

A further particular embodiment according to the invention is where 
one from among Y and Yl is hydrogen and the other is chosen from -S(0)nCF3, -SO2CHF2 

20 and -SO2CF2CF3, or 

racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof. 

A further particular embodiment according to the invention is where 
all the alkyl, alkenyl, alkynyl, cycloalkyl, heterocyclyl, aryl or heteroaryl defined above are 

25 optionally substituted with one or more radicals, which may be identical or different, chosen 
from halogen, cyano, hydroxyl, alkoxy, -CF3, nitre, phenyl, carboxyl which is free, salified, 
esterified with an alkyl radical or amidated with -NRl laR12a, -C(=0)-R9a, 
-NRl laR12a, -C(=0)-NR1 laR12a, -N(R10a)-C(=O)-R9a, -N(R10a)-C(=O)-OR8a, 
-N(R10a)-C(=O)-NRllaR12a, .N(R10a)-S(OVR9a, -S(0)„-R9a, 

30 -N(R10a)-S(O)n-NRl laR12a or -S(OVNRl laR12a, 

all the aryl and heteroaryl above furthermore being optionally substituted with an 
ethylenedioxy, 

R8a is hydrogen, alkyl, alkenyl, phenyl, phenylalkyl, heteroaryl or heteroarylalkyl. 
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R9a is alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, phenyl, 
phenylalkyl, heteroaryl or heteroarylalkyl, 
RlOa is hydrogen or alkyl, 

Rl la and R12a, which may be identical or different, are hydrogen, alkyl, cycloalkyl, 
5 cycloalkylalkyl, phenyl, phenylalkyl, optionally substituted with one or more substituents, 
which may be identical or different, chosen from halogen, hydroxyl, C1-C4 alkyl and C1-C4 
alkoxy, or Rl la and R12a taken together with the nitrogen atom to which they are attached 
form, a cyclic radical chosen from pyrrolidyl, piperidyl, piperazinyl, morpholinyl, indolinyl, 
pyrindolinyl, tetrahydroquinolyl, thiazolidinyl and naphthyridyl, or 
10 racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof. 

A further particular embodiment according to the invention is where p is 0. 

A further particular embodiment according to the invention is where p is 1. 

A further particular embodiment according to the invention is where p is 2. 
15 A further particular embodiment according to the invention is where Rl is 0. 

A further particular embodiment according to the invention is where R is 0. 

A further particular embodiment according to the invention is where R2 and R3, 
which may be identical or different, are hydrogen, alkyl, alkenyl, cycloalkyl, cycloalkylalkyl, 
phenyl, phenylalkyl, heterocyclyl, heterocyclylalkyl, heteroaryl or heteroarylalkyl, which are 
20 optionally substituted, or R2 and R3 taken together with the carbon atom to which they are 
attached form 3- to 10-membered carbocyclyl or heterocyclyl, and the heterocyclyl contains 
one or more hetero atoms chosen from O, S, N and NR7b, all these radicals being optionally 
substituted, 

all the above radicals being optionally substituted with one or more radicals chosen from 
25 halogen, cyano, hydroxyl, alkyl and alkoxy containing 1 to 4 carbon atoms, -CF3, nitro, 

phenyl, carboxyl which is free, salified, esterified with alkyl or amidated with -NRl lbR12b, 
-C(=0)-R9b, -NRl lbR12b and -C(=0)-NR1 lbR12b, 
R7b is hydrogen, alkyl or phenyl, 

R9 is hydrogen, alkyl, cycloalkyl, cycloalkylalkyl or phenyl, 
30 Rl lb and Rl2b, which may be identical or different, are hydrogen, alkyl, cycloalkyl or 

phenyl, or Rl lb and R12b taken together with the nitrogen atom to which they are attached 
form, an optionally substituted piperazinyl. 

A further particular embodiment according to the invention is where R2 and R3, 
which may be identical or different, are chosen from hydrogen, alkyl, phenylalkyl. 
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pyridylalkyl and benzothienylalkyl, which are optionally substituted with one or more 
radicals chosen from halogen, hydroxyl, alkyl and alkoxy containing from one to 4 carbon 
atoms, or R2 and R3 taken together with the carbon atom to which they are attached form a 
3- to 6-membered cycloalkyl or heterocyclyl containing a nitrogen atom. 
5 A further particular embodiment according to the invention is where R2 and R3, 

which may be identical or different, are chosen from hydrogen, alkyl, hydroxyalkyl, 
phenylalkyl, hydroxyphenylalkyl, pyridylalkyl or thienylbenzothienylalkyl, or R2 and R3 
taken together with the carbon atom to which they are attached form a cycloalkyl radical 
containing from 3 to 6 carbon atoms or azetidinyl, pyrrolidyl or piperidyl 

10 A further particular embodiment according to the invention is where R2 and R3, 

which may be identical or different, are chosen from hydrogen, alkyl, hydroxyalkyl, 
phenylalkyl and hydroxyphenylalkyl, or R2 and R3 taken together with the carbon atom to 
which they are attached form a cycloalkyl containing from 3 to 6 carbon atoms. 

A further particular embodiment according to the invention is where one from among 

15 R2 and R3 is chosen from hydrogen and alkyl, and the other from among R2 and R3 is 

chosen from among the broadest definitions of R2 and R3, or R2 and R3 taken together with 
the carbon atom to which they are attached form a cycloalkyl containing from 3 to 6 carbon 
atoms. 

A further particular embodiment according to the invention is where R2 and R3, 
20 which may be identical or different, are hydrogen and alkyl, or R2 and R3 taken together with 
the carbon atom to which they are attached form a cycloalkyl containing from 3 to 6 carbon 
atoms. 

A further particular embodiment according to the invention is where R2 and R3, 
which may be identical or different, are hydrogen and methyl, or R2 and R3 taken together 
25 with the carbon atom to which they are attached form cyclopropyl. 

A further particular embodiment according to the invention is where Al is single 
bond and A2 is chosen from single bond, a linear or branched alkyl containing not more than 
6 carbon atoms and allyl, propynyl, C=0 and SO2 radicals, the other substituents of said 
compound of formula I having any one of the values defined above. 
30 A further particular embodiment according to the invention is where Al is single 

bond and A2 is chosen from single bond, alkyl, allyl, propynyl, C=0 and SO2,. 

A further particular embodiment according to the invention is where Al is single 
bond and A2 is chosen from alkyl, allyl, propynyl, C=0 and SO2. 
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A further particular embodiment according to the invention is where Al is single 
bond and A2 is alkyl or C=0. 

A further particular embodiment according to Ae invention is where Al is single 
bond and A2 is C=0, ethylene or methylene. 
5 A further particular embodiment according to the invention is where Al is single 

bond and A2 is methylene. 

A further particular embodiment according to the invention is where Y and Yl are 
such that one is hydrogen, halogen or amino and the other is chosen from -OCF3, 
-O-CF2-CHF2, -O-CHF2, -O-CH2-CF3, -SF5, -S(0)n-CF3, -S(0)n-alk, -SO2CHF2, -SO2CF2CF3, 
10 -SO2NH2, -S-CF2-CF2-CF3, -S-Alk-O-Alk, -S-Alk-OH, -S-Alk-CN, -S-Alk-morpholino, 
-S-Alk-pyrrolidinyl and -S-Alk-piperazinyl, wherein the morpholino, pyrrolidinyl and 
piperazinyl are optionally substituted with Alk, in which Alk is alkyl containing from 1 to 4 
carbon atoms. 

A further particular embodiment according to the invention is where Y is hydrogen 
15 and Yl is chosen from -OCF3, S(0)n-CF3, -S(OVCH3, -SO2CHF2 and -SO2NH2. 

A further particular embodiment according to the invention is where Y is hydrogen 
and Yl is chosen from -OCF3, -S(0)n-CF3 and -SO2CHF2. 

A further particular embodiment according to the invention is where Y is hydrogen 
and Yl is chosen from -OCF3 and S(0)n-CF3. 
20 A further particular embodiment according to the invention is where Y is hydrogen 

and Yl is chosen from -OCF3, S-CF3 and S(0)2-CF3. 

A further particular embodiment according to the invention is where B2 is 
monocyclic or bicyclic heteroaryl chosen from pyridyl, pyrimidinyl, quinolyl, azaindolyl, IH- 
pyrrolo[2,3-b]pyridinyl, quinazolyl, thiazolyl, imidazolyl, pyrazolyl, furazanyl, isoxazolyl, 
25 morpholinyl, pyrrolidinyl, furyl, piperidyl, thienyl, chromenyl, oxochromenyl, indolyl, 
pyrrolyl, purinyl, benzoxazinyl, benzimidazolyl and benzofuranyl, which are optionally 
substituted with one or more radicals chosen from the definition of Y2. 

A further particular embodiment according to the invention is where B2 is heteroaryl 
chosen from 3- or 4-pyridyU 3- or 4-quinolyl, imidazolyl, thiazolyl, indolyl, pyrazolyl, 
30 pyrrolyl, pyrimidyl, purinyl, benzoxazinyl, benzimidazolyl and benzofuranyl, which are 
optionally substituted with one or more radicals chosen from the definition of Y2. 

A further particular embodiment according to the invention is where B2 is heteroaryl 
chosen from 4-pyridyl, 4-quinolyl, imidazolyl, thiazolyl, pyrazolyl, pyrrolyl, pyrimidyl and 
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purinyl radicals, which are optionally substituted with one or more radicals chosen from the 
definition of Y2. 

A further particular embodiment according to the invention is where B2 is heteroaryl 
chosen from 3- or 4-pyridyl, pyrimidinyl, 3- or 4-quinolyl, azaindolyl, quinazolyl, thiazolyl, 
5 imidazolyl, pyrazolyl, frirazanyl and isoxazolyl, which are optionally substituted with one or 
more radicals chosen from the definition of Y2. 

A further particular embodiment according to the invention is where B2 is heteroaryl 
chosen from 3- or 4-pyridyl, pyrimidyl, 3- or 4-quinolyl, azaindolyl and quinazolyl, which 
are optionally substituted with one or more radicals chosen from the definition of Y2. 

10 A further particular embodiment according to the invention is where B2 is 4-pyridyl, 

4-quinolyl or lH-pyrrolo[2,3-b]pyrid-4-yl, which are optionally substituted with one or more 
radicals chosen from the definition of Y2. 

A fiirther particular embodiment according to the invention is where Y2 is 
2-£miino-4-pyridyl in which the amino is optionally substituted as indicated for the radical - 

1 5 NR5R6 as defined herein and in the experimental section. 

A fiirther particular embodiment according to the invention is where 
Y2 is hydrogen, halogen, hydroxyl, cyano, alkyl, alkoxy, phenyl, -COOH, -COOAlk, - 
CONR5R6, -NR5R6, -NR10-COOR6, -NR10-CO-R6, -NR10-CS-NR5R6, -NRIO-CO- 
^fR5R6 or-NR10-SO2-R6, which are all optionally substituted, 

20 R5 and R6, which may be identical or different, are chosen from hydrogen, alkyl, cycloalkyl, 
phenyl and 5- or 6-membered heteroaryl containing 1 to 3 hetero atoms chosen from O, N 
and S, which are all optionally substituted, or R5 and R6 taken together with the nitrogen 
atom to which they are attached form an optionally substituted pyrrolidinyl, piperidyl, 
piperazinyl, morpholinyl or quinazolinyl, 

25 Rl 0 is hydrogen or alkyl, 

all the alkyl, alkoxy, cycloalkyl and phenyl, and also the ring formed by R5 and R6 with the 
atom to which they are attached, are optionally substituted with one or more radicals, which 
may be identical or different, chosen from halogen, cyano, hydroxyl, alkyl, alkoxy, OCF3, 
-CF3, -S(0)n-CF3, nitro, 0x0, thioxo, -OCOAlk; and phenyl, which is optionally substituted 

30 with one or more radicals chosen from halogen, alkyl, alkoxy; -OCOAlk; -NH2, -NHAlk, - 
N(Alk)2, -N(alk)(phenylalkyl), -N(Alk)(aminoalkyl), -N(Alk)(alkylaminoalkyl), 
-N(Alk)(dialkylaminoalkyl), and carboxyl in free form or esterified with an alkyl, 
all phenyl herein are optionally substituted with alkylenedioxy. 
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25 



all alkyl herein are optionally substituted with one or more saturated or partially unsaturated 
4- to 7-membered heterocyclyl containing at least one nitrogen atom N and 0 to 2 other 
hetero atoms chosen from O, N and S, 

all the pyrrolidinyl and quinazolinyl herein are optionally substituted with oxo or thioxo, 
5 ail the alkyl and alkoxy herein being linear or branched and containing not more than 6 
carbon atoms, 

all the cycloalkyl herein containing not more than 7 carbon atoms. 

A further particular embodiment according to the invention is where 

R5 and R6 may are pyridyl, pyrazinyl, pyrimidinyl, thienyl, thiazolyl and oxazolyl, which are 
1 0 all optionally substituted. 

A further particular embodiment according to the invention is where 

the alkyl is optionally substituted with heterocyclyl chosen from thiomorpholin-4-yl, 

thiazolidin-3-yl, azetidin-l-yl, piperazinyl, imidazolyl, morpholinyl, pyrrolidinyl, piperidyl 

and azepanyl, all of which are optionally substituted as indicated herein; especially with one 
15 or more radicals chosen from alkyl, hydroxyalkyl, oxo, pyridyl and phenyl optionally 

substituted with one or more radicals chosen from halogen, alkyl, hydroxyl, alkoxy, -CN, 

carboxyl or amino, which are themselves optionally substituted. 

Examples include piperazinyl optionally substituted with Alk, Alk-OH, pyridyl or 

phenyl, which itself is optionally substituted with one or more radicals chosen from halogen, 
20 alkyl, hydroxyl, alkoxy, -CN, carboxyl and amino, which are themselves optionally 

substituted; piperidyl optionally substituted with one or two Alk; or azepanyl optionally 

substituted with oxo. 

Y2 is hydrogen, halogen, hydroxyl, cyano, alkyl, alkoxy, phenyl, -CONR5R6, -NR5R6, 
25 -NRIO-COOH, -NRlO-COOAlk, -NR10-CO-R6, -NR10-CS-NR5R6, -NR10-CO-NR5R6 or 
-NRIO-SO2-R6, 

R5 and R6, which may be identical or different, are chosen from hydrogen; alkyl; cycloalkyl; 
phenyl; pyrimidinyl; thienyl; pyridyl; quinolyl; thiazolyl optionally substituted with one or 
two halogen; pyran optionally substituted with one or more -OCOAlk; phenyl substituted 
30 with one or more radicals chosen from halogen, alkyl, alkoxy, amino, alkylamino, 

dialkylamino and carboxyl in free form or esterified with an alkyl radical; alkyl substituted 
with phenyl, which is itself optionally substituted with one or more radicals chosen from 
halogen, alkyl, alkoxy, amino, alkylamino, dialkylamino, carboxyl in free form or esterified 
with an alkyl radical; alkyl substituted with piperazinyl, which is itself optionally substituted 
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with one or more radicals chosen from Alk, Alk-OH and pyridyl; alkyl substituted with 
imidazolyl; alkyl substituted with one or more radicals chosen from -NH2, -NHAlk, -N(Alk)2, 
-N(alk)(phenylalkyl), -N(Alk)(aminoalkyl), -N(Alk)(alkylaminoalkyl) and 
-N(Alk)(dialkylaminoalkyl); alkyl substituted with morpholinyl optionally substituted with 
5 one or two Alk; alkyl substituted with pyrrolidinyl; alkyl substituted with piperidyl, which is 
itself optionally substituted with one or two Alk; alkyl substituted with thiomorpholinyl; alkyl 
substituted with azetidinyl; and alkyl substituted with azepanyl, which is optionally 
substituted with 0x0, 

or R5 and R6 taken together with the nitrogen atom to which they are attached form 
10 pyrrolidinyl; piperidyl; piperazinyl; morpholinyl; or quinazolinyl, all of which are optionally 

substituted with one or more radicals, which may be identical or different, chosen from 

halogen, alkyl, hydroxyl and alkoxy,, and phenyl which is optionally substituted with one or 

more radicals chosen from halogen, alkyl and alkoxy, 

pyrrolidinyl and quinazolinyl are optionally substituted with 0x0 or thioxo, 
1 5 the piperazinyl itself is optionally substituted with one or more radicals chosen from Alk, 

Alk-OH and pyridyl, 

RIO is hydrogen or alkyl, 

all alkyl, Alk and alkoxy above being linear or branched and containing not more than 6 
carbon atoms, 

20 all the cycloalkyl herein containing not more than 7 carbon atoms, 

all the phenyl are optionally substituted with a radical chosen from -CF3, -OCF3, nitro and 
alkylenedioxy. 

Further particular embodiments according to the invention are directed to the three 
structures below, in which the definition of -NR14R15 is chosen from the definition of 



-NR5R6 and the definition for Alkyl, Aryl and Heteroaryl are chosen from the values of the 
alkyl, aryl and heteroaryl as defined above and optionally substituted as defined herein. 

A further particular embodiment according to the invention is where B2 is the 4- 
pyridyl and 4-quinolyl, which areoptionally substituted with one or more radicals chosen 
30 from thedefmition of Y2 




"N-R15 



N — subst Aryl. Heteroaryl, 
H 



25 



R14 
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A further particular embodiment according to the invention is where ¥2 is VI, 
halogen, hydroxyl, -C(=NH)NH2, OVl, O-CO-Vl, COOVl, COVl, CO-NV1V2, -NV1V2, 
-NH-CO-Vl, -NH-COO-Vl, -NH-NH-CO-Vl, -NV1-CO-NV1V2, -NVl-CO-NHVl, 
-NH-CO-NHVl, -NH-SO2-NHVI and -NH-SO2-VI, 
5 in which VI and V2, which may be identical or different, are hydrogen, alkyl, cycloalkyl or 
phenyl or heterocyclyl such as pyridyl, pyrazolyl, imidazolyl, dihydroimidazolyl, tetrazolyl, 
morpholinyl, piperazinyl, piperazinylalkyl, alkylpiperazinyl, phenylpiperazinyl, thienyl, 
furanyl, piperidyl, methylpiperidyl, pyridyl, pyrrolidyl and pjorolidylalkyl, 
all the alkyl, phenyl and heterocyclyl being optionally substituted with one or more radicals 
1 0 chosen from halogen, hydroxyl, alkyl, alkoxy, -CF3, NH2, NH-alk, N(Alk)2 and phenyl, itself 
optionally substituted with one or more substituents chosen from halogen, hydroxyl and 
alkoxy radicals, 

all the phenyl and heterocyclyl herein are optionally substituted with one or more alkyl, 
the phenyl is optionally substituted with -NR5R6 in which R5 and R6 are as defined herein. 
15 A further particular embodiment according to the invention is where Y2 is hydrogen, 

halogen, alkyl, cycloalkyl, hydroxyl, alkoxy, carboxyl which is free or esterified with an alkyl 
or phenyl, -NH2, -NHalk, -N(Alk)2 or phenyl, 

all the alkyl, alkoxy and phenyl are optionally substituted with one or more radicals chosen 
from halogen, hydroxyl, C1-C4 alkyl, C1-C4 alkoxy, -CF3, -NH2, -NH-alk, N(Alk)2 and 
20 phenyl, which is itself optionally substituted with one or more substituents chosen from 
halogen, hydroxyl and alkoxy, 

all the phenyl are optionally substituted with one or more CrC4 alkyl and optionally 
substituted with -NR5R6 in which R5 and R6 are as defined herein. 

A further particular embodiment according to the invention is where Y2 is hydrogen, 
25 F, CI, -CH3, -CH2CH3, -OH, -OCH3, -NH2, -NH-AIk and phenyl optionally substituted with 
-NR5R6 in which R5 and R6 are as defined herein. 

A further particular embodiment according to the invention is where B2 is 4-pyridyl 
and 4-quinolyl substituted with one or two radicals chosen from F, CI, -OH and -OCH3. 

A fiirther particular embodiment according to the invention is where 

30 is which is selected from the following 
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and 




A further particular embodiment according to the invention is where -A2-B2-Y2 are 
selected from the following radicals: 





5 A further particular embodiment according to the invention is where R2 and R3 form 

together a cycloalkyl or heterocyclyl, or identical or different, are hydrogen or methyl. 

A further particular embodiment according to the invention corresponding to formula 

(IC): 



R3C 



R2C 




:yic 



Y2C 



10 in which YC and YIC are such that one is hydrogen, halogen, or amino and the other is 
chosen from -OCF3, -O-CF2-CHF2, -O-CHF2, -O-CH2-CF3, -SF5, -S(0)n-CF3, -S(0)„-alk, 
-SO2CHF2, SO2CF2CF3, -SO2NH2, -S-CF2-CF2-CF3, -S-Alk-O-Alk, -S-Alk-OH, -S-Alk-CN, 
-S-Alk-morpholino, -S-Alk-pyrrolidyl and -S-Alk-piperazinyl, the morpholino, pyrrolidyl and 
piperazinyl are optionally substituted with Alk, with Alk being alkyl containing from 1 to 4 

15 carbon atoms, 

or the phenyl thereof with its substituents YC and YIC forms one of the two following 
radicals: 
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R2C and R3C, which may be identical or different, are hydrogen or optionally substituted 
alkyl, or R2C and R3C taken together with the carbon atom to which they are attached form, 
a C3-C10 cycloalkyl or heterocyclyl, 
5 A2C is single bond or CH2, 

B2C is pyridyl, pyrimidyl, quinolyl, azaindolyl, quinazolyl, thiazolyl, imidazolyl, pyrazolyl, 
furazanyl, isoxazolyl, morpholinyl, pyrrolidyl, fuiyl, piperidyl, chromenyl, oxochromenyl, 
quinazolyl, thienyl, indolyl, pyrrolyl, purinyl, benzoxazinyl, benzimidazoiyi or benzofuryl, 
that are optionally substituted with one or more radicals chosen from the definition of Y2A, 

10 Y2CA is hydrogen, halogen, hydroxy 1, cyano, alkyl, alkoxy, phenyl, -COOH, -COOAlk, 

-CONR5R6, -NR5R6, -NRIO-COOH, -hfRlO-COOAlk, -"NR10-CO-R6, -NR10-CS-NR5R6, 
-NR10-CO-NR5R6 or ~NR10-SO2-R6, all these radicals are optionally substituted, 
R5 and R6, which may be identical or different, are chosen from hydrogen, alkyl, cycloalkyl, 
phenyl, pyrimidyl, thienyl, pyridyl, quinolyl, thiazolyl and pyran, all these radicals are 

1 5 optionally substituted, or R5 and R6 taken together with the nitrogen atom to which they are 
attached form optionally substituted pyrrolidyl, piperidyl, piperazinyl, morpholinyl or 
quinazolinyl, 
RIO is hydrogen or alkyl, 

all the alkyl, Alk or ALK, alkoxy, cycloalkyl and phenyl radicals herein, and also the ring 
20 formed by R5 and R6 with the atom to which they are attached, are optionally substituted 
with one or more radicals, which may be identical or different, chosen from halogen, cyano, 
hydroxyl, alkyl, alkoxy, -OCF3, -CF3, -S(0)o-CF3, nitro, 0x0, thioxo, -OCOAlk, and phenyl, 
itself optionally substituted with one or more radicals chosen from halogen, alkyl, alkoxy; 
-OCOAlk; -NH2, -NHAlk, -N(Alk)2, -N(alk)(phenylalkyl), -N(Alk)(aminoalkyl) 
25 -N(Alk)(alkylaminoalkyl), -N(Alk)(dialkylaminoalkyl); carboxyl in free form or esterified 
with alkyl, 

all the phenyl herein are optionally substituted with alkylenedioxy, 
all the alkyl herein are optionally substituted with one or more radicals chosen from 
piperazinyl, itself optionally substituted with Alk, Alk-OH and pyridyl; imidazolyl; 
30 morpholinyl; pyrrolidyl; piperidyl, itself optionally substituted with one or two alk; azepanyl 
optionally substituted with 0x0, 
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all the pyrrolidyl and quinazolinyl herein are optionally substituted with oxo or thioxo, 
all the alkyl and alkoxy herein being linear or branched and containing not more than 6 
carbon atoms, 

all the cycloalkyl herein containing not more than 7 carbon atoms, and 
5 n is 0 to 2, or 

racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof. 

A further particular embodiment according to the invention is where, the radical 
below that can be formed by phenyl with its substituents Y and Yl : 




A further particular embodiment according to the invention corresponds to formula 

(lA): 




:yiA 



15 in which: 

YIA is -OCF3, -S(OVCF3 and -SO2CHF2, 

B2a is 4-quinolyl and 4-pyridyl optionally substituted with one or more radicals chosen from 
the definition of Y2A, 
Y2A is defined as Y2, 

20 R2A and R3 A, which may be identical or different, are hydrogen or optionally substituted 

alkyl, or R2A and R3 A taken together with the carbon atom to which they are attached form a 
C3-C10 cycloalkyl or heterocyclyl, 

all the alkyl and phenyl are optionally substituted with one or more radicals chosen from 
halogen, -OH, alk, -O-alk, -OCF3, -S(0)n-CF3, -CF3, -NH2, -NH-Alk and -N(Alk)2, and 
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n is 0 to 2, or 

racemic, enantiomeric or diastereoisomeric isomer form of the compound of formula I, 
addition salt with mineral or organic acid or with mineral or organic base thereof. 

A further particular embodiment according to the invention is for the compound of 
5 formula (lA) as defined above in which YIA, B2a, R2A and R3A have the meanings given 
above and Y2A is halogen, -OH, -alk, -Oalk, -Oacyl, -NR5AR6A, -C02H, -C02alk, -CO- 
-NR5AR6A, -S(0)n-CF3, -NH-S(0)n-CF3 or phenyl, alk is a linear or branched alkyl radical 
containing not more than 6 carbon atoms, all the alkyl, alkoxy and phenyl are optionally 
substituted, 

1 0 R5 A and R6A, which may be identical or different, are hydrogen, alkyl, cycloalkyl or phenyl, 
the alkyl and phenyl are optionally substituted, or R5 A and R6A taken together with the 
nitrogen atom to which they are attached form cyclic radical chosen from pyrrolidyl, 
piperidyl, piperazinyl, morpholinyl, indolinyl, pyrindolinyl, tetrahydroquinolyl and 
azetidinyl, 

1 5 all the alkyl, alkoxy and phenyl are optionally substituted with one or more radicals chosen 
from halogen, -OH, alk, -Oalk, -OCF3, -S(0)„-CF3, -CF3, -NH2, -NH-Alk and -N(Alk)2, and 
n is 0 to 2, or 

said products of formula (lA) being in any possible racemic, enantiomeric or 
diastereoisomeric isomer form, and also the addition salts with mineral and organic acids or 
20 with mineral and organic bases of said products of formula (LA). 

A subject of the present invention is especially the compound of formula (lA) as 
defined above in which: 
YIA is ^CFb, SCF3 or S(0)2-CF3, 

B2a is a 4-quinolyl or 4-pyridyl radical optionally substituted with one or two radicals chosen 
25 from halogen, -OH, alk, -Oalk, -C02H, -C02alk, -NR5AR6A, -CF3, -OCF3 and optionally 
substituted phenyl, 

R5 A and R6A, which may be identical or different, are hydrogen, alkyl, cycloalkyl or phenyl, 
the alkyl and phenyl radicals being optionally substituted, 

or R5 A and R6A taken together with the nitrogen atom to which they are attached form, a 
30 cyclic radical chosen from pyrrolidyl, piperidyl, piperazinyl, morpholinyl, piperazinyl and 
azetidinyl radicals, 

R2A and R3 A, which may be identical or different, are hydrogen or optionally substituted 
alkyl, or R2A and R3 A taken together with the carbon atom to which they are attached form, 
a C3-C6 cycloalkyl or heterocyclyl radical. 
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all the alkyl and phenyl radicals being optionally substituted with one or more radicals chosen 
from halogen, OH, alk, Oalk, OCF3, S(0)n-CF3, -CF3, NH2, NHalk and N(AIk)2, 
said products of formula (lA) being in any possible racemic, enantiomeric or racemic, 
enantiomeric or diastereoisomeric isomer form of the compound of formula I, addition salt 
5 with mineral or organic acid or with mineral or organic base thereof. 

A subject of the present invention is especially the compound of formula (lA) as 
defined above corresponding to formula (LA) in which: 
Yl A is -OCF3, -SCF3 or -S(0)2-CF3, 

B2a is 4-quinolyl or 4-pyridyl optionally substituted with one or two radicals chosen from 
1 0 halogen, -OH, alk and -Oalk, and 

R2A and R3 A, which may be identical or different, are hydrogen or linear or branched alkyl 
containing not more than 4 carbon atoms optionally substituted with hydroxyl, or R2A and 
R3A taken together with the carbon atom to which they are attached form a CS-Ce 
cycloalkyl,or 

15 said products of formula (LA) being in any possible racemic, enantiomeric or enantiomeric or 
diastereoisomeric isomer form of the compound of formula I, addition salt with mineral or 
organic acid or with mineral or organic base thereof. 

A subject of the present invention is especially the compound of formula (lA) as 
defmed above corresponding to formula (lA) in which Yla is -OCF3, -SCF3 or -S(0)2CF3, 

20 and R2A and R3A, which may be identical or different, are hydrogen or CHS, or R2A and 
R3 A taken together with the carbon atom to which they are attached form cyclopropyl, or 
diastereoisomeric isomer form of the compound of formula I, addition salt with mineral or 
organic acid or with mineral or organic base thereof. 

A subject of the present invention is especially the compound of formula (I) as 

25 defined above corresponding to formula (LB): 



O 




B2 



in which R2, R3, Al, Y, Yl, A2, B2 and Y2 have the meanings given above 



FRAV2003/0002 US NP 33 

or diastereoisomeric isomer form of the compound of formula I, addition salt with mineral or 
organic acid or with mineral or organic base thereof. 

A subject of the present invention is especially the compound of formula (IB) as defined 
above in which Yl is -OCF3, -SCF3 or -S(0)2CF3 and R2 and R3, which may be identical or 
5 different, are hydrogen or -CH3, or R2 and R3 taken together with the carbon atom to which 
they are attached form cyclopropyl, or 

diastereoisomeric isomer form of the compound of formula I, addition salt with mineral or 
organic acid or with mineral or organic base thereof. 

Among the compounds of the invention that are preferred, are given below:; 
10 -(S)-5-methyl-l-quinol-4-ylmethyl-3-(4-trifluoromethanesulfonyIphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

-(S)-5-methyl-l-pyrid-4-ylmethyl-3-(4-trifluoromethanesuifonylphenyl)imida2olidine-2,4- 
dione trifluoroacetate; 

- (S)-5-methyl-l-quinol-4-ylmethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
15 dione trifluoroacetate; 

- 5,5-dimethyl-l-quinol-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- (R>5 -methyl- 1 -quinol-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

20 - (R)-5-methyH-quinol-4-ylmethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 

dione trifluoroacetate; 

- (R)-5-methyl-l-pyrid-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- (R)-5-methyi- 1 -(3-methylpyrid-4-ylmethyl)-3-(4-trifluoromethane- 
25 suIfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

(R)-4-methyl-3 -quinol-4-yImethyl-5 -thioxo- 1 -(4-trifluoro- 
methyIsulfanylphenyl)imidazolidin-2-one trifluoroacetate; 

- (R)-5-isopropyl-l-quinol-4-yImethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

30 - (R)-5-isopropyl-l-quinol-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine- 
2,4-dione trifluoroacetate; 

- (R)-5-(4-hydroxybenzyl)- 1 -quinol-4-ylmethyl-3-(4-trifluoromethane- 
sulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 
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- (R)-5-(4-hydroxybenzyl)- 1 -pyrid-4-ylmethyl-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- (R)-5-( 1 -hydroxyethyl)- 1 -quinol-4-ylmethyl-3-(4-trifluoromethaiie- 
sulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

5 -4-qumol-4-ylmethyl-6-(4-trifluoromethylsulfanylphenyl)-4,6-diazaspiro[2.4]heptan 
dione trifluoroacetate; 

- 4-quinol-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6-diazaspiro[2.4]heptaiie-5,7- 
dione trifluoroacetate; 

- 4-pyrid-4-ylmethyl-6-(4-trifluoromethylsulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7- 
1 0 dione trifluoroacetate; 

- 4-pyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6-dia2aspiro[2.4]heptane-5,^ 
dione trifluoroacetate; 

- (R)-l -(3-hydroxypyrid-4-ylmethyl)-5-methyl-3-(4-trifluoro- 
methylsuIfanylphenyl)imidazolidine-2,4-dione trifluoroacetate ; 

15 - 5,5-dimethyl- 1 -quinol-4-ylmethyl-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione 
trifluoroacetate ; 

- 5,5Kiiniethyl-l-quinol-4-ylmethylO-(4-trifluoromethyIsulfanylphenyl)imidazolidine-2,4 
dione trifluoroacetate; 

- 5,5-diniethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
20 2,4-dione trifluoroacetate ; 

- 5,5-dimethyl- 1 -(3-methylpyrid-4-ylmethyl)-3-(4-'tri- 
fluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- 5,5-dimethyl-l -(3-methylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate ; 

25 - 1 -(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione trifluoroacetate ; 

- 1 -(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 
methylsulfanyIphenyl)imidazolidine-2,4-dione trifluoroacetate ; 

- l-(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 

30 niethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- 4-quinol-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione 
trifluoroacetate; 

- 4-(3-methylpyrid-4-ylmethyl)-6-(4-trifluoromethylsulfanylphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione trifluoroacetate ; 
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- 4-(3-hydroxypyrid-4-ylmethyl)-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]hep1^ 
5,7-dione trifluoroacetate; 

- 4-(3 -hydroxypyrid-4-ylmethy l)-6-(4-trifluoromethy Isulfany lphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione trifluoroacetate ; 

5 - 4-(3 -hydroxypyrid-4-ylmethy l)-6-(4-trifluoromethanesulfony Ipheny l)-4,6- 
diazaspiro[2,4]heptane-5,7-dione trifluoroacetate, 

said compound of formula I being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and 
organic bases of said compound of formula I. 
1 0 Among the preferred products of the invention, mention may be made more particularly of 
the compound of formula I as defined above, the names of which are given below: 

- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl} cyclopropanecarboxamide trifluoroacetate;; 

15 - 5,5-dimethyl- 1 -[2-(pyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4-trifluoromethylsulfanylphenyl)- 
imidazolidine-2,4-dione; compound with trifluoroacetic acid;; 
-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}isobutyramide; compound with trifluoroacetic acid;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
20 ylmethyl]pyrid-2-yI}propionamide; compound with trifluoroacetic acid;; 

- l-(2-aminopyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imida2ol- 
idine-2,4-dione hydrochloride;; 

- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}pyridine-2-carboxamide trifluoroacetate;; 

25 - N-{4-[5,5-dimethyI-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l-ylmeth- 
yl]pyrid-2-y 1} -3 -piperid- 1 -y Ipropionamide trifluoroacetate; ; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-3-[4-(2-hydroxyethyl)piperazin-l-yl]propionamide trifluoroacetate;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
30 ylmethyl]pyrid-2-yl}-3-morpholin-4-ylpropionamide trifluoroacetate;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-3-pyrrolidin-l -ylpropionamide trifluoroacetate;; 
-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]p3Tid-2-yl}-3-(4— methylpiperazin-l-yl)propionamide trifluoroacetate;; 
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- 1 - {4-[5,5-dimethyl-2,4-dioxo-3 -(4-trifluoromethylsulfanylphenyl)imidazolidin- 1 - 
ylmethyl]pyrid-2-yl}-3-phenylure^; 

- l-[2-(6--ethylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

5 - 5,5-dimethyl-l-[2-(4— methylpyrid-2-ylamino)p)Tid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- 555-dimethyl-l-[2-(6— methylpyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imi-dazolidine-2,4-dione;; 

- l-[2-(4,6-dimethylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
1 0 trifluoromethylsulfanylphenyl)imidazolidme-2,4-dione;; 

- l-[2-(3,5-dichloropyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-diniethyl-3-(4- 
trifluoromethy Isulfany Ipheny Oimidazol idine-2,4-dione; ; 

- 5,5-dimethyl-l-[2-(pyrid-4-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

15 - 5 ,5 -dimethyl- 1 -[2-(pyrid-3 -y lamino)pyrid-4-y Imethy l]-3 -(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- N- {4-[5 ,5-dimethyl-2,4-dioxo-3 -(4-trifluoromethy Isulfany Ipheny l)imidazolidin- 1 - 
ylmethyl]pyrid-2-yl}-3-(2-oxoa2epan-l-yl)propionamide;; 

- 3-(benzylmethylamino)-N- {4-[5,5-dimethyl-2,4-di-oxo-3-(4- 

20 trifluoromethylsulfanylpheny l)imidazolidin- 1 -ylmethyl]pyrid-2-yl} propionamide;; 

- 4,5-diacetoxy-6-acetoxymethyl-2-(3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylpheny l)imidazolidiii- 1 -y lmethyl]pyrid-2-y 1 } thioureidoacetic acid;; 

- 5,5-dimethyl- 1 -[2-(5~methylpyrid-2-ylamino)pyri-din-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)iinidazolidine-2,4-dione;; 

25 -N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-355-dimethoxybenzamide trifluoroacetate;; 

- S^S-dimethyM -[2-(pyrazin-2-ylamiiio)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoroTnethylsulfanylphenyl)iinidazolidin-l- 
30 ylmethyl]pyrid-2-yl}-3-(3~methylpiperid-l-yl)propionamide trifluoroacetate;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-3-(3,5-dimethylpiperid-l-yl)propionamide trifluoroacetate;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
y Imethy 1] pyrid-2-y 1 } -3 -methoxy benzamide trifluoroacetate; ; 
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- {4-[5,5-dimethyl-254-dioxoO-(4-trifluoromethylsulfanylphenyl)imidazolidin-l^ 
ylmethyl]pyrid-2-yl}pyra2ine-2-carboxamide trifluoroacetate;; 

- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}thiophene-2-carboxamide trifluoroacetate;; 

5 -N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-4-methylbenzamide; compound with trifluoroacetic acid;; 

- l-isoquinolin-5-yl-5,5-dimethyl-3-(4-trifluoro-methylsulfanylphenyl)imida^ 
dione;; 

- 3-(4-acety Ipiperazin- 1 -yl)-N- {4-[5,5-dimethyl-2,4-dioxo-3 -(4- 

10 trifluoromethylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}propionamide^ 

- 3-[4-(2-diethylaininoethyl)piperazin- 1 -yl]-N- {4-[555-dimethyl-2,4-dioxo-3-(4- 
trifluoromethy lsulfanylphenyl)imida2olidin- 1 -ylmethyl]pyrid-2-yl } propionamide;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-3-(2,6-dimethylmorpholin-4-yl)propionamide;; 

15 - N-{4-[555-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l - 
ylmethyl]pyrid-2-y 1 } -3 -(4-pyrrolidin- 1 -y Ipiperid- 1 -yl)propionamide; ; 
-N-{4-[5,5Kiimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl} -2-(4-pyrrolidin- 1 -y Ipiperid- 1 -yl)acetamide;; 

- 5,5-dimethyl-l -[2-(4— inethylpyrid-3-ylamino)pyrid-4-ylmethyl]-3-(4- 
20 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- 5,5-dimethyl-l-[2-(6-morpholin-4-ylpyrid-3-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- l-[2-(2,6-dimethylpyrid-3-ylainino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

25 - methyl 5-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-ylamino}pyridine-2-carboxylate;; 

- l-[2-(2,6-dimethoxypyrid-3-ylamino)pyrid-4-ylmethyl]-555-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- 1 -[2-(6-fluoropyrid-3-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
30 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- l-[2-(6-methoxypyrid-3-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione. 
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said compound of formula I being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts with mineral and organic acids or with mineral and 
organic bases of said compound of formula I. 

A subject of the present invention is also a process for preparing the compound of formula I 
5 as defined above, characterized in that: 
either a product of formula (II): 




10 in which Y' and YT have the meanings given above for Y and Yl, respectively, in which the 
optional reactive functions are optionally protected and R has the meaning given above, 
is reacted in the presence of a tertiary base with a product of formula (HI): 



HN- 



(Ml) 



15 



N 



in which X is -A2'-B2'.Y2' or hydrogen, and A2', B2', Y2% R2' and R3' have the meanings 
given above, respectively, for A2', B2\ Y2\ R2' and R3' in which the optional reactive 
functions are optionally protected above, to obtain a product of formula (IV): 



20 




(IV) 



in which Y\ Yl \ X, R, R2' and R3' have die meanings given above. 
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which products of formula (IV) are, if necessary or if desired, subjected to any one or more of 
the following reactions, in any order: 

a) reaction for removal of any protecting groups that may be borne by Y', Yl', R, R2' and 
R3' and X when X is -A2'-B2'-Y2'; 
5 b) reaction for hydrolysis of the >C=NH group to a ketone function 

c) action on the products of formula (IV) in which X is hydrogen, and after optional 
hydrolysis of the >C=NH group to a ketone function of a reagent of formula Hal-A2*-B2*- 
Y2' in which A2% B2' and Y2' have the meanings given above and Hal is a halogen atom, to 
obtain products of formula (li): 




in which Y', Yl', R2', R3', A2', B2' and Y2' have the meanings given above, followed, if 
desired, by the action on these products of an agent for removing any protecting groups that 
15 may be borne by Y\ Yl\ R2% R3% A2% B2' and Y2' or, where appropriate, the action of an 
esterification, amidation or salification agent, 

or the product of formula (11) defined above is reacted in the presence of a tertiary base with a 
product of formula (HI'): 



HN X 



20 



R • C R • 



COjQ 



(HI') 



in which R2' and R3' have the meanings given above and Q is either an alkali metal atom, 
for example sodium, or an alky! radical containing from 1 to 6 carbon atoms, to obtain a 
product of formula (IVa): 



FRAV2003/0002 US NP 



40 




(IVa) 



X 



in which Y% Yl \ R, R2% R3' and X have the meanings given above, which product, if 
desired, is subjected to any one or more of the following reactions, in any order: 
5 a) reaction for removal of the possible protecting groups that may be borne by X; 

b) action on the products of formula (IVa), in which X is hydrogen, of a reagent of formula 
Hal-A2'-B2'-Y2' in which A2\ B2' and Y2' have the meanings given above and Hal is a 
halogen atom, to obtain products of formula (lii): 



10 




in which Y% Yl% R, Rl, R2', R3' and A2\ BT and Y2' have the meanings given above, 
followed, if desired, by the action on these products of an agent for removing any protecting 
groups that may be borne by Y', Yl', R2', R3', A2\ B2' and Y2' or, where appropriate, the 
action of an esterification, amidation or salification agent, 
15 or a reagent of formula Hal-A2'-B2'-Y2% in which A2\ B2\ Y2' and Hal have the meanings 
given above, is reacted with a product of formula (IV'): 




H 



in which Y', YT, R2' and R3' have the meanings given above, 
20 to obtain a product of formula (IV"): 
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(IV) 



in which Y\ Yl\ R2\ R3% A2\ B2' and Y2' have the meanings given above, 
which product of formula (IV") is, if necessary or if desired, subjected to a reaction for 
removal of any protecting groups that may be borne by -A2'-B2'-Y2', followed, where 
5 appropriate, by the action of an esterification, amidation or salification agent. 

It may be noted that, depending on the values of Y% Yl \ R2', R3', A2\ B2' and 
Y2', the products of formulae (IV), (li), (IVa), (lii) and (IV") may be compound of formula I 
and that, to obtain products or other compound of formula I, these products may be subjected 
if desired, and necessary, to one or more of the following conversion reactions, in any order: 
10 a) a reaction for esterification of an acid function, 

b) a reaction for saponification of an ester function to an acid function, 

c) a reaction for oxidation of an alkylthio group to the corresponding sulfoxide or sulfone 
group, 

d) a reaction for conversion of a ketone function to an oxime function, 

15 e) a reaction for reducing a free or esterified carboxyl function to an alcohol function, 

f) a reaction for conversion of an alkoxy function to a hydroxyl function, or of a hydroxy! 
function to an alkoxy function, 

g) a reaction for oxidation of an alcohol function to an aldehyde, acid or ketone function, 

h) a reaction for conversion of a nitrile radical to a tetrazolyl, 

20 i) a reaction for reduction of nitro compounds to amino compounds, 

j) a reaction for removal of the protecting groups that may be borne by the protected reactive 
functions, 

k) a reaction for salification with a mineral or organic acid or with a base to obtain the 
corresponding salt, 
25 1) a reaction for resolution of the racemic forms to resolved products, 

said compound of formula I thus obtained being in any possible racemic, enantiomeric or 
diastereoisomeric isomer form. 

It may be noted that such reactions for converting substituents into other substituents may 
also be performed on the starting materials, and also on the intermediates as defined above 
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before continuing the synthesis according to the reactions indicated in the process described 
above. 

The various reactive functions that may be borne by certain compounds of the reactions 
defined above may, if necessary, be protected: these are, for example, hydroxyl, acyl, free 
5 carboxyl or amino and monoalkylamino radicals, which may be protected with the 
appropriate protecting groups. 

The following nonexhaustive list of examples of protection of reactive functions may be 
mentioned: 

The hydroxyl groups may be protected, for example, with alkyl radicals such as tert- 
10 butyl, trimethylsilyl, tert-butyldimethylsilyl, methoxymethyl, tetrahydropyranyl, benzyl or 
acetyl. 

The amino groups may be protected, for example, with acetyl, trityl, benzyl, tert- 
butoxycarbonyl, benzyloxycarbonyl, phthalimido radicals or other radicals known in peptide 
chemistry. 

15 The acyl groups such as the formyl group may be protected, for example, in the form 

of cyclic or noncyclic ketals or thioketals such as dimethyl or diethylketal or ethylene 

dioxyketal, or dietfaylthioketal or ethylenedithioketal. 

The acid functions of the products described above may be, if desired, amidated with 

a primary or secondary amine, for example in methylene chloride in the presence, for 
20 example, of l-ethyl-3-(dimethylaminopropyl)carbodiimide hydrochloride at room 

temperature. 

The acid functions may be protected, for example, in the form of esters formed with 
readily cleavable esters such as benzyl esters or tert-butyl esters, or esters known in peptide 
chemistry. 

25 These reactions a) to k) indicated above may be performed, for example, as indicated below. 

a) The products described above may, if desired, undergo, on the possible carboxyl functions, 
esterification reactions that may be performed according to the usual methods known to those 
skilled in the art, 

b) The possible conversions of ester functions into an acid function of the products described 
30 above may be, if desired, performed under the usual conditions known to those skilled in the 

art, especially by acid or alkaline hydrolysis, for example with sodium hydroxide or 
potassium hydroxide in alcoholic medium such as, for example, in methanol, or with 
hydrochloric acid or sulfuric acid. 
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c) The possible alkylthio groups in the products described above, in which the alkyl radical is 
optionally substituted with one or more halogen atoms, especially fluorine, may, if desired, 
be converted into the corresponding sulfoxide or sulfone functions under the usual conditions 
known to those skilled in the art such as, for example, with peracids such as, for example, 

5 peracetic acid or meta-chloroperbenzoic acid, or with ozone, oxone or sodium periodate in a 
solvent such as, for example, methylene chloride or dioxane at room temperature. 
The production of the sulfoxide function may be promoted with an equimolar mixture of the 
product containing an alkylthio group and the reagent such as, especially, a peracid. 

The production of the sulfone function may be promoted with a mixture of the 
1 0 product containing an alkylthio group with an excess of the reagent such as, especially, a 
peracid. 

d) The reaction for conversion of a ketone function into an oxime may be performed under 
the usual conditions known to those skilled in the art, such as, especially, a reaction in the 
presence of an optionally O-substituted hydroxylamine in an alcohol such as, for example, 

1 5 ethanol, at room temperature or with heating. 

e) The possible free or esterified carboxyl functions of the products described above may be, 
if desired, reduced to an alcohol function by the methods known to those skilled in the art: the 
possible esterified carboxyl functions may be, if desired, reduced to an alcohol function by 
the methods known to those skilled in the art and especially with lithium aluminum hydride 

20 in a solvent such as, for example, tetrahydrofuran or dioxane or ethyl ether. 

The possible free carboxyl functions of the products described above may be, if desired, 
reduced to an alcohol function especially with boron hydride. 

f) The possible alkoxy functions such as, especially, methoxy, in the products described 
above, may be, if desired, converted into a hydroxyl function under the usual conditions 

25 known to those skilled in the art, for example with boron tribromide in a solvent such as, for 
example, methylene chloride, with pyridine hydrobromide or hydrochloride or with 
hydrobromic acid or hydrochloric acid in water or trifluoroacetic acid at reflux. 

g) The possible alcohol functions of the products described above may be, if desired, 
converted into an aldehyde or acid function by oxidation under the usual conditions known to 

30 those skilled in the art, such as, for example, by the action of manganese oxide to obtain the 
aldehydes, or of Jones' reagent to access the acids. 

h) The possible nitrile functions of the products described above may be, if desired, converted 
into tetrazolyl under the usual conditions known to those skilled in the art, such as, for 
example, by cycloaddition of a metal azide such as, for example, sodium azide or a trialkyltin 
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azide on the nitrile function, as indicated in the method described in the article referenced as 
follows: 

J. Organometallic Chemistry., 33, 337 (1971) KOZIMA S. et al. 

It may be noted that the reaction for conversion of a carbamate into urea and especially of a 
5 sulfonylcarbamate into sulfonylurea may be performed, for example, at the reflux point of a 
solvent such as, for example, toluene, in the presence of the appropriate amine. 
It is understood that the reactions described above may be performed as indicated or, where 
appropriate, according to other common methods known to those skilled in the art. 
i) The removal of protecting groups such as, for example, those indicated above may be 
1 0 performed under the usual conditions known to those skilled in the art, especially via an acid 
hydrolysis performed with an acid such as hydrochloric acid, benzenesulfonic acid or para- 
toluenesulfonic acid, formic acid or trifluoroacetic acid, or via a catalytic hydrogenation. 
The phthalimido group may be removed with hydrazine. 

A list of various protecting groups that may be used will be found, for example, in patent BF 
15 2 499 995. 

j) The products described. above may, if desired, be subjected to salification reactions, for 
example with a mineral or organic acid or with a mineral or organic base according to the 
usual methods known to those skilled in the art. 

k) The possible optically active forms of the products described above may be prepared by 
20 resolving the racemic mixtures according to the usual methods known to those skilled in the 
art. 

The reaction of the products of formula (II) with the products of formula (HI) is preferably 
performed in an organic solvent such as tetrahydrofuran or dichloroethane, but ethyl ether or 
isopropyl ether may also be used. 
25 The process is optionally performed in the presence of a tertiary base such as triethylamine or 
pyridine or methylethylpyridine. 

The possible reactive functions that are optionally protected in the product of formula (HI), 
(IVa) or (IV") are the hydroxyl or amino functions. Usual protecting groups are used to 
protect these functions. Examples include the following protecting groups for the amino 
30 radical: tert-butyl, tert-amyl, trichloroacetyl, chloroacetyl, benzhydryl, trityl, formyl, 
benzy loxycarbony 1 . 

Protecting groups for the hydroxyl radical that may be mentioned include radicals such as 
formyl, chloroacetyl, tetrahydropyranyl, trimethylsilyl and tert-butyldimethylsilyl. 
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It is clearly understood that the above list is not limiting and that other protecting groups, 
which are known, for example, in peptide chemistry, may be used. A list of such protecting 
groups is found, for example, in French patent 2 499 995, the content of which is 
incorporated herein by reference. 
5 The possible reactions for removal of the protecting groups are performed as indicated in said 
patent 2 499 995. The preferred method of removal is acid hydrolysis with acids chosen from 
hydrochloric acid, benzenesulfonic acid or para-toluenesulfonic acid, formic acid or 
trifluoroacetic acid. Hydrochloric acid is preferred. 

The possible reaction for hydrolysis of the >C=NH group to a ketone group is also preferably 
10 performed using an acid such as aqueous hydrochloric acid, for example at reflux. 

The action on the products of formula (IV), (IVa) or (IV') of the reagent of formula Hal-A2'- 

B2'-Y2* is performed in the presence of a strong base such as sodium hydride or potassium 

hydride. The process may be performed by phase-transfer reaction in the presence of 

quaternary ammonium salts such as tert-butylammonium. 
1 5 An example of removal of the tert-butyldimethylsilyl group using hydrochloric acid is given 

below in the examples. 

The possible esterification of a free OH radical is performed under standard 

conditions. An acid or a functional derivative, for example an anhydride such as acetic 

anhydride in the presence of a base such as pyridine, may be used, for example. 
20 The possible esterification or salification of a COOH group is performed under the standard 

conditions known to those skilled in the art. 

The possible amidation of a COOH radical is performed under standard conditions. A 

primary or secondary amine may be used on a functional derivative of the acid, for example a 

symmetrical or mixed anhydride. 
25 A subject of the present invention is also a process for preparing the products of formula (F'): 




in which Y',Yr,Al,R,Rl,R2' and R3' have the meanings given above, characterized in 
30 that a product of formula (V): 
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Hal— A: 




(V) 



in which Al, Yl' and Y2' have the above meanings and Hal is a halogen atom, is reacted 
with a product of formula (VI): 

5 



in which R, Rl, R2', R3' and X have the above meanings, the reaction being performed in 
the presence of a catalyst and optionally a solvent. 
10 As regards the products of formula (V), the term "Hal" preferably denotes a chlorine atom, 
but may also are a bromine or iodine atom. 

A subject of the invention is, more specifically, a process as defined above in which the 
catalyst is a metal in native or oxidized form or a base. 

The catalyst used may be a metal in native form, in metal oxide form or in the form of metal 
15 salts. The catalyst may also be a base. When the catalyst used is a metal, this metal may be 
copper or nickel. 

The metal salts may be a chloride or an acetate. 

It may be noted that when Al is single bond, a catalyst may be used. When Al is alkyl, it is 
then an alkylation, which may be performed especially in the presence of a reagent such as a 
20 base. 

When the catalyst is a base, this base may be, for example, sodium hydroxide or potassium 
hydroxide and, if desired, dimethyl sulfoxide may be added to the reaction medium. 
A subject of the invention is, more specifically, a process as defmed above in which the 
catalyst is chosen fi-om cuprous oxide, cupric oxide, copper in native form and a base such as 
25 sodium hydroxide or potassium hydroxide. 

The copper in native form used as catalyst is preferably in the form of powder. 

A subject of the invention is particularly a process as defined above in which the catalyst is 

cuprous oxide. 



R1 




(VI) 
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The solvent used is preferably chosen from high-boiling ethers such as, for example, phenyl 
oxide, digljmie, triglyme and dimethyl sulfoxide, but may also be, for example, a high-boiling 
oil such as paraffin or liquid petroleum jelly. 

It may be noted that, especially when Al is single bond, in the reaction of a product of 
5 formula (V) with a product of formula (VI) as defined above, palladium or a salt thereof as 
described, for example, in the following articles, or a copper salt with a ligand, for instance a 
1.2-diaminocycIohexane derivative, may also be used as catalyst: Buchwald S.L., J. AM. 
CHEM. SOC, 2002, 6043 and Buchwald S.L., J. AM. CHEM. SOC, 2001, 7727. 
A subject of the invention is, more particularly, a process as defined above, characterized in 
1 0 that the process is performed in the presence of a solvent of ether type such as phenyl ether, 
digljmie, triglyme, dimethyl sulfoxide, toluene or dioxane. 

A subject of the invention is, most particularly, a process as defined above in which the 
solvent used is phenyl ether or triglyme. 

The process for preparing the desired product, defined above, may be performed imder 
1 5 pressure or at atmospheric pressure, preferably at elevated temperature. 

A subject of the invention is thus a process as defined above, characterized in that the 

reaction is performed at a temperature above lOO^C and preferably above 150®C. 

A subject of the invention is, more specifically, a process as defined above, characterized in 

that the reaction is performed for more than 2 hours. 
20 A subject of the invention is, very specifically, a process as defined above, characterized in 

that the reaction is performed in the presence of cuprous oxide, in triglyme, at a temperature 

of greater than or equal to 200^C and for more than 3 hours. 

The products that are the subject of the present invention have advantageous pharmacological 
properties: it has been found that they especially have inhibitory properties on protein 
25 kinases. 

Among these protein kinases, mention may be made especially of IGFIR. 
FAK may also be mentioned. AKT may also be mentioned. 

Tests given in the experimental section below illustrate the inhibitory activity of products of 
the present invention with respect to such protein kinases. 
30 These properties thus make the compound of formula I of the present invention usable as 
medicinal products for treating malignant tumors. 
The compound of formula I may also be used in the veterinary field. 
A subject of the invention is thus, as medicinal products, pharmaceutically acceptable 
compound of formula I. 



FRAV2003/0002 US NP 



A subject of the invention is, particularly, the use as medicinal products of the products 
whose names are below:; 

- (S)-5-methyl-l-quinol-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

5 - (S)-5-methyl- 1 -pyrid-4-yImethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- (S)-5-methyl-l-quinol-4-ylmethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- 5,5-dimethyl- 1 -quinol-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-254- 
1 0 dione trifluoroacetate; 

- (R)-5-methyl-l-quinol-4-ylmethyl-3-(4-trifluoromethanesuIfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- (R)-5-methyl-l-quinol-4-ylmethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

15 - (R)-5-methyl-l-pyrid-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- (R)-5-methyl-l-(3-methylpyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- (R)-4-methyl-3-quinol-4-ylmethyl-5-thioxo-l-(4-trifluoro- 
20 methylsulfanylphenyl)imidazolidin-2-one trifluoroacetate; 

- (R)-5-isopropyl-l-quinol-4-ylmethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
dione trifluoroacetate; 

- (R)-5-isopropyl-l-quinol-4-ylmethyl-3-(4-trifluoromethanesulfonylphenyl)imidazolidine- 
2,4-dione trifluoroacetate; 

25 - (R)-5-(4-hydroxybenzyI)- 1 -quinol-4-ylmethyl-3-(4-trifluoromethane- 
sulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- (R)-5-(4-hydroxybenzyI)- l-pyrid-4-ylmethyl-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- (R)-5-( 1 -hydroxyethyl)- 1 -quinol-4-ylmethyl-3-(4-trifluoromethane- 
30 sulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

- 4-quinol-4-ylmethyl-6-(4-trifluoromethylsulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7- 
dione trifluoroacetate; 

- 4-quinol-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7- 
dione trifluoroacetate; 
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-4-pyrid-4-ylmethyl-6-(4-trifluoromethylsulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7- 
dione trifluoroacetate; 

-4-pyrid-4-ylme1iiyI-6-(4-trifluoromethanesulfonylphenyI)-4,6-diazaspiro[2.4]hep 
dione trifluoroacetate; 
5 - (R)-l -(3-hydroxypyrid-4-ylmethyl)-5-methyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate ; 

- 5,5 -dimethyl- 1 -quinol-4-y Imethy 1-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione 
trifluoroacetate ; 

- 5,5-dimethyI- 1 -quinol-4-ylmethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
1 0 dione trifluoroacetate; 

- 5,5-dimethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine- 
2,4-dione trifluoroacetate ; 

- 5,5-dimethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4-tri- 
fluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

15 - 5,5-dimethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4-trifluoro- 

methanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate ; 

- l-(3-hydroxypyrid-4-ylmethyl)-5,5-diniethyl-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione trifluoroacetate ; 

- l-(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 
20 methylsulfanyIphenyl)imidazolidine-2,4-dione trifluoroacetate ; 

- l-(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate; 

-4-quinol-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione 
trifluoroacetate; 

25 - 4-(3 -methylpyrid-4-y Imethy l)-6-(4-trifluoromethylsulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione trifluoroacetate ; 

- 4-(3-hydroxypyrid-4-ylmethyl)-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane- 
5,7-dione trifluoroacetate; 

- 4-(3 -hydroxypyrid-4-y Imethy l)-6-(4-trifluoromethylsulfanylphenyl)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione trifluoroacetate ; 

- 4-(3-hydroxypyrid-4-ylmethyl)-6-(4-trifluoromethanesulfonylphenyI)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione trifluoroacetate, 

said compound of formula I being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts of said compound of formula I with pharmaceutically 
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acceptable mineral and organic acids or with pharmaceutically acceptable mineral and 
organic bases. 

A subject of the invention is particularly the use, as medicinal products, of the 
products whose names are given below:; 
5 - {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}cyclopropanecarboxamide trifluoroacetate;; 

- 5,5-dimethy 1- 1 -[2-(pyrid-2-ylamino)pyrid-4-y hnethyl]-3 -(4- 

trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione; compound with trifluoroacetic acid;; 
-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
10 ylmethyl]pyrid-2-yl}isobutyramide; compoimd with trifluoroacetic acid;; 

-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}propionamide; compound with trifluoroacetic acid;; 

- l-(2-aminopyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)- 
imidazolidine-2,4-dione hydrochloride;; 

15 - {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}pyridine-2-carboxamide trifluoroacetate;; 

- N- {4-[5 ,5 -dimethy l-2,4-dioxo-3 -(4-trifluoromethylsulfanylpheny l)imidazolidin- 1 - 
ylmethyl]pyrid-2-yl} -3-piperid- 1 -ylpropionamide trifluoroacetate;; 

- N- { 4-[5 , 5 -dimethyl-2,4-dioxo-3 -(4-trifluoromethy Isulfany Ipheny l)imida2olidin- 1 - 

20 ylmethy l]pyrid-2-y 1 } -3 -[4-(2-hydroxyethyl)piperazin- 1 -yl]propionamide trifluoroacetate;; 

- N-{4-[5,5'-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl } -3 -morpholin-4-y Ipropionamide trifluoroacetate;; 
-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl} -3-pyrrolidin- 1 -ylpropionamide trifluoroacetate; ; 

25 - N-{4-[5,5-dimethyl-254-dioxo-3-(4-trifluoromethylsulfanylphenyI)imidazolidin-l- 
ylmethy l]pyrid-2-yl } -3 -(4~methy Ipiperazin- 1 -y l)propionamide trifluoroacetate; ; 

- l-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-3— phenylurea;; 

- 1 -[2-(6-ethylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
30 trifluoromethyIsulfanyIphenyl)imidazolidine-2,4-dione;; 

- 5,5-dimethyl- 1 -[2-(4— methylpyrid-2-ylamino)pyri-din-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2j4-dione;; 

- 5,5-dimethyl-l-[2-(6-methylpyrid-2-yIamino)pyri-din-4-ylmethyl]-3-(4- 
trifluoromethylsuIfanylphenyl)imi-dazolidine-2,4-dione;; 
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- l-[2-(4,6-dimethylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanyIphenyl)imidazolidine-2,4-dione;; 

- l-[2-(3,5-dichloropyrid-2-ylamino)pyrid-4-ylmethyl]-5,5--dimethyl-3-(4- 
trifluoroinethylsulfanylphenyl)imidazolidine-2,4-dione;; 

5 - 5,5-dimethyl-l-[2-(pyrid-4-ylammo)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- 5,5-dimethyl-l-[2<pyrid-3-ylamino)pyrid-4-ylmethyl]-3-(4-trifluoromethyl^ 
imidazolidine-2,4-dione;; 

- N- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 1 - 
1 0 ylmethyl]^pyrid-2-yl} -3 -(2-oxoazepan- 1 -yl)propionamide;; 

- 3-(benzylmethyIainino)-N- {4-[5,5-dimethyl-2,4-di-oxo-3-(4- 
trifluoromethylsulfany IphenyOimidazolidin- 1 -y Imethy l]pyrid-2-yl } propionamide;; 
-4,5-diacetoxy-6-acetoxymethyl-2-(3-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethyl^ 
anylpheny l)imidazolidin- 1 -ylmethy l]pyrid-2-y 1 } thioureidoacetic acid; ; 

15 - 5,5-dimethyl-l-[2-(5-methylpyrid-2-ylamino)pyri-din-4-ylmethyl]-3-(4- 
trifluoroniethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- N- {4-[5,5-dimethyl-2,4-dioxo-3 -(4-trifluoromethylsulfany lphenyl)imidazolidin- 1 - 
ylmethyl]pyrid-2-yl} -3,5-dimethoxybenzamide trifluoroacetate;; 

- 5,5-dimethyl- l-[2-(pyrazin-2-ylamino)pyrid-4-ylmethyl]-3-(4- 

20 trifluoroniethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate;; 

- N- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyI)iinidazolidin- 1 - 
ylmethyl]pyrid-2-y 1 } -3 -(3-methy Ipiperid- 1 -y l)propionamide trifluoroacetate; ; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethyIsulfanylphenyI)imida2olidin-l- 
ylmethyl]pyrid-2-yl}-3-(3,5-dimethylpiperid-l-yl)propionamide trifluoroacetate;; 

25 - N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-y 1 } -3 -methoxybenzamide trifluoroacetate; ; 

- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluorornethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}pyrazine-2-carboxamide trifluoroacetate;; 

- {4-[555-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
30 ylmethyl]pyrid-2-yl}thiophene-2-carboxamide trifluoroacetate;; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoroinethylsulfanylphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl}-4~methylbenzamide; compound with trifluoroacetic acid;; 

- l-isoquinolin-5-yl-5,5-dimethyl-3-(4-trifluoro-methylsulfanylphenyl)imidazolidine-2,4- 
dione;; 
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- 3-(4-acetylpiperazin-l-yl)-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfany Ipheny l)imidazolidin- 1 -y Imethy l]pyrid-2-yl } propionamide;; 

- 3-[4-(2-diethylaminoethyl)pipei^m-l-yl]-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfany Ipheny l)imidazolidin- 1 -y Imethy 1] pyrid-2-y 1 } propionamide;; 
-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsuIfanylphenyl)imida2olidin-l- 
ylmethyl]pyrid-2-yl}-3-(2,6-dimethylmorpholin-4-yl)propionamide;; 
-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsuIfanylphenyl)imidazolidin-l- 
ylmethy l]pyrid-2-y 1 } -3 -(4-pyiTolidin- 1 -y Ipiperid- 1 -yl)propionamide; ; 

- N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanyIphenyl)imidazolidin-l- 
ylmethyl]pyrid-2-yl} -2-(4-pyiTolidin- 1 -ylpiperid- 1 -yl)acetamide;; 

- 5,5-dimethyl-l-[2-(4-methyIpyrid-3-ylamino)pyri-din-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- 5,5-dimethyl-l-[2-(6-morpholin-4-ylpyrid-3-ylamino)pyrid-4-ylmethyl]-3-(4- 
tTifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- l-[2-(2,6-dimethylpyrid-3-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione;; 

- methyl 5- {4-[5,5-dimethy l-2,4-dioxo-3-(4-trifIuoromethyIsulfanylphenyl)imidazolidin- 1 - 
ylmethyl]pyrid-2-ylamino}pyridine-2-carboxylate;; 

- l-[2-(2,6-dimethoxypyrid-3-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida2oIidine-2,4-dione;; 

- 1 -[2-(6-fluoropyrid-3 -y Iamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione;; 

- 1 -[2-(6-methoxypyrid-3-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione, 

said compound of formula I being in any possible racemic, enantiomeric or diastereoisomeric 
isomer form, and also the addition salts of said compound of formula I with pharmaceutically 
acceptable mineral and organic acids or with pharmaceutically acceptable mineral and 
organic bases. 

The products may be administered via the parenteral, oral, perlingual, rectal or topical route. 
A subject of the invention is also pharmaceutical compositions, characterized in that they 
contain, as active principle, at least one of the medicinal compound of formula I. 

These compositions may be in the form of injectable solutions or suspensions, tablets, 
coated tablets, capsules, syrups, suppositories, creams, ointments and lotions. These 
pharmaceutical forms are prepared according to the usual methods. The active principle may 
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be incorporated into excipients usually used in these compositions, such as aqueous or 
nonaqueous vehicles, talc, gum arabic, lactose, starch, magnesium stearate, cocoa butter, fatty 
substances of animal or plant origin, parafGn derivatives, glycols, various wetting, dispersing 
or emulsifying agents, and preserving agents. 
5 The usual dose, which varies according to the individual treated and the complaint under 
consideration, may be, for example, from 10 mg to 500 mg per day orally in man. 
The present invention thus relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I for the preparation of 
medicinal products for inhibiting the activity of protein kinases and especially of a protein 
1 0 kinase. 

The present invention thus relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I in which the protein kinase 
is a protein tyrosine kinase. 

The present invention thus relates to the use of compound of formula I as defined above or of 
1 5 pharmaceutically acceptable salts of said compound of formula I in which the protein kinase 
is chosen from the following group: EGFR, Fak, FLK-1, FGFRl, FGFR2, FGFR3, FGFR4, 
FGFR5, flt-1, IGF-IR, KDR, PDGFR, tie2, VEGFR, AKT, Raf 

The present invention thus relates particularly to the use of compound of formula I as defined 
above or of pharmaceutically acceptable salts of said compound of formula I in which the 
20 protein kinase is IGFIR. 

The present invention also relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I in which the protein kinase 
is FAK. 

The present invention also relates to the use of compound of formula I as defined above or of 
25 pharmaceutically acceptable salts of said compound of formula I in which the protein kinase 
is AKT. 

The present invention also relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I in which the protein kinase 
is in a cell culture, and also to this use in a mammal. 
30 The present invention thus relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I for the preparation of a 
medicinal product for preventing or treating a disease characterized by deregulation of the 
activity of a protein kinase and especially such a disease in a mammal. 
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The present invention relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I for the preparation of a 
medicinal product for preventing or treating a disease belonging to the following group: 
disorders of blood vessel proliferation, fibrotic disorders, disorders of mesangial cell 
5 proliferation, metabolic disorders, allergies, asthma, thrombosis, diseases of the nervous 
system, retinopathy, psoriasis, rheumatoid arthritis, diabetes, muscle degeneration, oncology 
diseases and cancer. 

The present invention thus relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I for the preparation of a 
1 0 medicinal product for treating oncology diseases. 

The present invention relates particularly to the use of compound of formula I as defined 
above or of pharmaceutically acceptable salts of said compound of formula I for the 
preparation of a medicinal product for treating cancers. 

Among these cancers, the present invention is most particularly of interest in the treatment of 
1 5 solid tumors and the treatment of cancers that are resistant to cytotoxic agents. 

Among these cancers, the present invention relates most particularly to the treatment of breast 
cancer, stomach cancer, cancer of the colon, lung cancer, cancer of the ovaries, cancer of the 
uterus, brain cancer, cancer of the kidney, cancer of the larynx, cancer of the lymphatic 
system, cancer of the thyroid, cancer of the urogenital tract, cancer of the tract including the 
20 seminal vesicle and prostate, bone cancer, cancer of the pancreas and melanomas. 

The present invention is even more particularly of interest in treating breast cancer, cancer of 
the colon and lung cancer. 

The protein kinase IGFl-R (Insulin Growth Factor- 1 Receptor) is particularly indicated. 
The protein kinase FAK is also indicated. 
25 The protein kinase AKT is also indicated. 

The present invention thus relates particularly to novel inhibitors of the IGF-IR receptor that 
may be used for oncology treatments. 

The present invention also relates to novel FAK receptor inhibitors that may be used for 
oncology treatments. 

30 The present invention also relates to novel AKT receptor inhibitors that may be used for 
oncology treatments. 

Among the kinases for which a modulation of the activity is desired, FAK (Focal Adhesion 
Kinase) is also a preferred kinase. 
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The present invention also relates to the use of compound of formula I as defined above or of 
pharmaceutically acceptable salts of said compound of formula I for the preparation of a 
medicinal product for cancer chemotherapy. 

As medicinal products according to the present invention for cancer chemotherapy, the 
5 compound of formula I according to the present invention may be used alone or in 

combination with chemotherapy or radiotherapy or in combination with other therapeutic 
agents. 

The present invention thus relates especially to the pharmaceutical compositions as defined 
above, also containing active principles of other chemotherapy medicinal products for 
1 0 combating cancer. 

Such therapeutic agents may be commonly used antitumor agents. 

As examples of known inhibitors of protein kinases, mention may be made especially of 
butyrolactone, flavopiridol, 2-(2-hydroxyethylamino)-6-ben2ylamino-9-methylpurine, 
olomucine, Glivec and Iressa. 

1 5 The compound of formula I according to the present invention may thus also be 

advantageously used in combination with antiproliferative agents: as examples of such 
antiproliferative agents, but without, however, being limited to this list, mention may be 
made of aromatase inhibitors, antiestrogens, the topoisomerase I inhibitors, the topoisomerase 
II inhibitors, microtubule-active agents, alkylating agents, histone deacetylase inhibitors, 

20 famesyl transferase inhibitors, COX-2 inhibitors, MMP inhibitors, mTOR inhibitors, 

antineoplastic antimetabolites, platinum compounds, compounds that reduce the activity of 
protein kinases and also anti-angiogenic compounds, gonadorelin agonists, antiandrogens, 
bengamides, biphosphonates and trastuzumab. 

Examples that may thus be mentioned include anti^microtubule agents, for instance taxoids, 
25 vinca alkaloids, alkylating agents such as cyclophosphamide, DNA-intercalating agents, for 
instance cis-platinum, agents that are interactive on topoisomerase, for instance camptothecin 
and derivatives, anthracyclines, for instance adriamycin, antimetabolites, for instance 
5-fluoroxu*acil and derivatives, and the like. 

The present invention thus relates to compound of formula I as protein kinase inhibitors, said 
30 compound of formula I being in any possible racemic, enantiomeric or diastereoisomeric 

isomer form, and also the addition salts of said compound of formula I with pharmaceutically 
acceptable mineral and organic acids or with pharmaceutically acceptable mineral and 
organic bases, and also the prodrugs thereof. 
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The present invention relates particularly to compound of formula I as defined above as 
IGFIR inhibitors. 

The present invention also relates to compound of formula I as defined above as FAK 
inhibitors. 

5 The present invention also relates to compound of formula I as defined above as AKT 
inhibitors. 

The present invention relates more particularly to the products of formula (lA) as defined 
above as IGFIR inhibitors. 

The compound of formula I according to the present invention may be prepared by 
10 application or adaptation of known methods and especially of the methods described in the 
literature such as, for example, those described by R.C. Larock in: Comprehensive Organic 
Transformations, VCH publishers, 1989. 

In the reactions described below, it may be necessary to protect reactive functional groups 
such as, for example, hydroxyl, amino, imino, thio or carboxyl groups, when these groups are 
1 5 desired in the final product but when their participation is not desired in the reactions for 
synthesizing the compound of formula I. Conventional protecting groups may be used in 
accordance with the usual standard practices, for instance those described, for example, by 
T.W. Greene and P.G.M. Wuts in "Protective Groups in Organic Chemistry" John Wiley and 
Sons, 1991. 

20 The products of formula (U) used at the start of the invention may be obtained by the action 
of phosgene when X is an oxygen atom, or of thiophosgene when X is a sulfur atom, on the 
corresponding amine of formula (A), i.e., the aminophenyl derivative bearing the substituents 
Y and Yl' as defined above. 

A product of this type is also described in French patent 2 329 276. 
25 The products of formula (III) or (HI') are known or may be prepared from the corresponding 
cyanohydrin according to the process described in the publication: J. Am. Chem. Soc. (1953), 
75, 4841. 

The products of formula (HI) may be obtained by the action of a product of formula Y2-B2- 
A2-Hal on 2-cyano-2-aminopropane under the conditions stated above for the action of Y2- 
30 B2-A2-Hal on the products of formula (IV). An example of a preparation of this type is 
described in the reference:; 

- Jilek et al. Collect Czech. Chem. Comm. 54(8) 2248 (1989). 

The products of formula (IV') are described in French patent 2 329 276. 
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The starting materials of formulae (V) and (VI), on which a process that is the subject of the 
invention is performed, to obtain the compound of formula I, are known and commercially 
available or may be prepared according to methods known to those skilled in the art. 
The preparation of products of formula (VI) is described especially in the following 
5 publications:; 

- Zhur. Preklad. Khim. 28, 969-75 (1955) (CA 50, 4881a, 1956); 

- Tetrahedron 43, 1753 (1987); 

- J. Org. Chem. 52, 2407 (1987); 

- Zh. Org. Khim. 21, 2006 (1985); 
10 - J. Fluor. Chem. 17, 345 (1981) 

or in:; 

- German patent DRP 637 318 (1935); 

- European patent EP 0 130 875; 

- Japanese patent JP 81 121 524. 

1 5 The products of formula (VI) that are hydantoin derivatives are widely used and cited in the 
literature, for instance in the following articles:; 

- J. Pharm. Pharmacol., 67, Vol. 19(4), p. 209-16 (1967); 

- Khun. Farm. Zh., 67, Vol. 1 (5) p. 51-2; 

- German patent 2 217 914; 
20 - European patent 0 091 596; 

- J. Chem. Soc. Perkin. Trans. 1, p. 219-21 (1974). 

The compound of formula I of the present patent application as defined above, for which p is 
0 and which thus constitute hydantoin derivatives, may be synthesized according to the 
process indicated above and especially according to the general scheme below which 
25 describes this synthesis on a solid support. The protocol that follows this scheme gives the 
operating conditions for such a synthesis of the compound of formula I of the present patent 
application on a solid support. 

The experimental section below more particularly gives an illustration of such a synthesis on 
a solid support according to the above protocol with the preparation of Examples 1 to 56 of 
30 the present patent application. 

Such a synthesis may be performed according to the general protocol below. 
Rink resin, protected with an Fmoc group, is deprotected with a 20% solution of piperidine in 
DMF. The resulting amine resin is coupled with an amino acid protected with an Fmoc 
group, in the presence of diisopropylaminecarbodiimide (DIG) and hydroxybenzotriazole 
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(HOBt). The supported N-Fmoc amino acid is then deprotected with a 20% solution of 
piperidine in DMF. The free amine is reacted with an aldehyde dissolved in a 50/50 mixture 
of THF and triethyl orthoformate (TEOF) to give a SchifiPs base, which is reduced with 
sodium cyanoborohydride. The resulting amine is coupled with an isocyanate or an 
5 isothiocyanate to give the corresponding urea or thiourea. When the isocyanate is not 

commercially available, it may be prepared from the corresponding amine by reaction with 
1/3 equivalent of triphosgene in the presence of 2 equivalents of pyridine. The product is then 
cleaved with a 95% trifluoroacetic acid/water mixture. The urea thus released cyclizes to give 
the expected hydantoinine. In certain cases, the cleavage solution must be heated to 80°C to 

10 obtain complete cyclization. 

The compound of formula I of the present patent application as defined above, for which p is 
1 and which thus constitute dihydrouracil derivatives, may be synthesized according to the 
process indicated above and especially according to the general scheme below which 
describes this synthesis on a solid support. The protocol that follows this scheme gives the 

1 5 operating conditions for such a synthesis of the compound of formula I of the present patent 
application on a solid support. 

The experimental section below more particularly gives an illustration of such a synthesis on 
a solid support according to the above protocol with the preparation of Example 5 of the 
present patent application. 
20 For the synthesis of the dihydrouracils on a solid support, the protocol that follows may be 
used. 

Wang polystyrene resin (1.7 mmol/g) is used, for example, which resin is treated with a 
mixture of P-amino acid, 2,6-dichIorobenzoyl chloride and pyridine in DMF. After washing, 
the resin is treated with a 10% solution of piperidine in DMF. The resulting free amine is 

25 reacted with an aldehyde in a mixture of THF/trimethyl orthoformate (TMOF). The resulting 
SchifFs base is reduced with sodium cyanoborohydride in a mixture of methanol, THF and 
acetic acid. The secondary amine obtained is acylated with phosgene and the resulting 
carbamoyl chloride is treated with a primary amine to give the corresponding urea. 
Cyclization to the dihydrouracil and cleavage of the final product are performed by treating 

30 with a strong base such as diazabicycloundecene (DBU). 

The compound of formula I of the present patent application may thus be synthesized on a 
solid support as described above or in liquid phase according to the process indicated below: 
the experimental section of the present patent application gives an illustration of such a 
liquid-phase synthesis with the preparation of Examples 57 to 62. 



FRAV2003/0002 US NP 



For this liquid-phase synthetic process, two routes A and B may be performed, each 
involving two steps. 
Route A: 

step a: the alkylation of the amino ester may be performed by reductive amination with an 
5 aromatic or heterocyclic aldehyde according to the general process described in Advanced 
Organic Reaction, March, third edition, page 798-800. In particular, the formation of the 
SchifTs base (intermediate) may be performed using an amino ester optionally in salt form, 
an aldehyde and optionally a dehydrating agent (for example magnesium sulfate) in a solvent, 
for instance dichloromethane or dichloroethane, at a temperature of between O^C and the 
1 0 reflux point of the solvent. The imine formed may be isolated. The imine formed is reduced 
with a metal hydride, for instance sodium borohydride, in a solvent, for instance an alcohol 
(for example ethanol or methanol), at a temperature of between 0®C and the reflux point of 
the solvent. 

step b: the amino ester obtained is coupled with an isocyanate in a solvent, for instance THF 
15 or dichloromethane, with or without the presence of a base (for example triethylamine) or an 
acid (for example trifluoroacetic acid), at a temperature of between 0**C and the reflux point 
of the solvent. When the isocyanates are not commercially available, they are prepared from 
the corresponding amines and triphosgene or diphosgene or phosgene in the presence of a 
base (for example pyridine or triethylamine) according to the general procedure described in 
20 Advanced Organic Reaction, March, third edition, page 370. 
Route B: 

step a: the formation of the isocyanate may be performed by coupling an aromatic or 
heterocyclic amine with diphosgene in the presence of activated plant charcoal, in a solvent, 
for instance toluene, at a temperature of between -40°C and the reflux point of the solvent. 
25 The isocyanate formed is not isolated, and may react with the amino ester or its salt in the 
same solvent in the presence of a base, for instance triethylamine, at a temperature of 
between 0°C and the reflux point of the solvent, to give the 3-arylimidazolidine-2,4-dione 
derivative. 

step b: the coupling of this derivative with an alkyl halide is performed in the presence of a 
30 base, for instance potassium tert-butoxide or sodium hydride, in a solvent, for instance THF 
or DMF, at a temperature of between 0°C and the reflux point of the solvent. 

The compound of formula I of the present patent application which constitute 
Examples 201 to 207 of the present patent application were prepared as indicated below in 
the experimental section and as indicated in the following schemes: in these schemes, 
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Example I is Example 201, Example n is Example 202, Example HI is Example 203, 
Example IV is Example 204, Example V is Example 205, Example VI is Example 206 and 
Example VII is Example 207. 

EXAMPLES i and 11 




example I example II 

5 
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EXAMPLES III and IV 




example III example IV 
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EXAMPLES V, VI and Vil 




example VII 



The synthesis of the compound of formula I of the present patent application which 
constitute the products of Examples 208 to 243 were performed using route B. The alkyl 
halide may be prepared from the corresponding carboxylic acids. 
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X=S R=CI 211 
OEt 212 
Et 213 

The ethyl carboxylates were prepared by esterification of the carboxylic acids in 
ethanol in the presence of sulfuric acid, adopting the conditions described in Synthesis 2000, 
5 1138. 

The reduction of the ethyl carboxylates in alcohol was performed in ethanol in the 
presence of sodium borohydride, adopting the conditions described in Synthesis 2000, 1665. 

The conversion of the alcohols thus obtained into alkyl halides was performed using 
dibromotriphenylphosphorane as halogenating agent, adopting the conditions described in J. 
10 Heterocyclic Chem., 30, 63 1 (1993). 
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The alkyl halides may also be prepared by free-radical bromination of the 
corresponding methylenes in the presence of N-bromosuccinimide and benzoyl peroxide in 
carbon tetrachloride, adopting the conditions described in J. Heterocyclic Chem., 30, 631 
5 (1993). 

Thus, we functionalized the pyridine nucleus in position -2 with a bromine or 
fluorine atom or with a nitrile group. 

The latter compound will also allow us to prepare various carbonyl compounds. 
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Acidic hydrolysis of the nitrile in the presence of sulfuric acid, adopting the 
conditions described in J. Med. Chem. 1991, 34, 281-290, led to the carboxamide in dimeric 
form. Hydrolysis of the nitrile under milder conditions allowed the expected carboxamide to 
5 be obtained. 

Acidic hydrolysis of the nitrile in the presence of 5N hydrochloric acid, adopting the 
conditions described in J. Heterocyclic Chem., 30, 63 1 (1993), gave the corresponding 
carboxylic acid. 

The amide could be obtained from the carboxylic acid using l-(3- 
10 dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride as coupling agent in 

dichloromethane, adopting the conditions described in J. Am. Chem. Soc, 95, 875, (1973). 
Various amino analogs were obtained by nucleophilic substitution of the chloro mtermediate 
with amines under irradiation in a microwave oven, inspired by the conditions described in 
Tetrahedron 2002, 58, 1125. 



R2 



15 
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The amino analog was obtained by deprotection of the p-methoxybenzylamine group 
in the presence of trifluoroacetic acid, inspired by the conditions described in J. Chem. Soc, 
Perkin Trans. 1, 2002, 428-433. 
5 This amino derivative allow^ed access to other chemical functions, for instance the 

amide function, the carbamate function or the sulfonamide function. 
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The acetamido derivative was obtained by acylation of the amino derivative in the 
presence of acetic anhydride, inspired by the conditions described in Tetrahedron Lett. 2002, 
43, 3121. We also prepared the methyl and tert-butyl carbamates inspired by the conditions 
5 described m J. Heterocyclic Chem., 22, 3 13 (1985) and in J. Org. Chem. 2002, 67, 4965. The 
amino derivative was also sulfonylated with mesyl chloride, inspired by the conditions 
described in J. Med. Chem., 1985, 28, 824. 
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1) CICOOCCI, 




The above conditions were also used for the synthesis of the compounds containing a 
disubstituted phenyl group, 
5 The hydantoin containing a pyridine nucleus disubstituted in position -2.6 with a 

bromine atom was prepared using the above conditions, starting with 2,6-dibromo-4- 
(hydroxymethyl)pyridine described in Synthesis 2000, 1665. 
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The products may be purified as follows: 
Purification by LC/MS 

The products may be purified by LC/MS using a Waters FractionLynx system 
composed of a Waters model 600 gradient pump, a Waters model 515 regeneration pump, a 
5 Waters Reagent Manager dilution pimip, a Waters model 2700 autoinjector, two Rheodyne 
LabPro model valves, a Waters model 996 diode array detector, a Waters model ZMD mass 
spectrometer and a Gilson model 204 fraction collector. The system was controlled by the 
Waters FractionLynx software. The separation was performed alternately on two Waters 
Symmetry columns (Cig, 5 nM, 19x50 mm, catalog reference 186000210), one column 

10 undergoing regeneration with a 95/5 (v/v) water/acetonitrile mixture containing 0.07% (v/v) 
trifluoroacetic acid, while the other column was performing separation. The columns were 
eluted using a linear gradient of fi-om 5% to 95% of acetonitrile containing 0.07% (v/v) of 
trifluoroacetic acid in water containing 0.07% (v/v) trifluoroacetic acid, at a flow rate of 10 
ml/minute. At the separation column outlet, one-thousandth of the effluent is separated by an 

15 LC Packing Accurate, diluted with methyl alcohol, at a flow rate of 0.5 ml/minute, and sent 
to the detectors, in a proportion of 75% to the diode array detector and the remaining 25% to 
the mass spectrometer. The rest of the effluent (999/1000) is sent to the fraction collector, 
where the flow is discarded as long as the mass of the expected product has not been detected 
by the FractionLynx software. The molecular formulae of the expected products are supplied 

20 to the FractionLynx software, which initiates the collection of the product when the mass 

signal detected corresponds to the ion [M+H]"^ and/or to [M+Na]"^. In certain cases, depending 
on the analytical LC/MS results, when an intense ion corresponding to [M+2H]^ was 
detected, the value corresponding to half the calculated molecular mass (MW/2) is also 
supplied to the FractionLynx software. Under these conditions, collection is also initiated 

25 when the mass signal of the ion [M+2H]^ and/or [M+Na+H]^ is detected. The products 
were collected in tared glass tubes. After collection, the solvents were evaporated off, in a 
Savant AES 2000 or Genevac HT8 centrifuge evaporator and the product masses were 
determined by weighing the tubes after evaporating off the solvents. 

The LC/MS analyses were performed on a Micromass LCT model machine 

30 connected to an HP 1 100 machine. The abundance of the products was measured using an HP 
G13 15A diode array detector over a wavelength range from 200-600 nm and a Sedex 65 light 
scattering detector. The acquisition of the mass spectra was performed over a range from 180 
to 800. The data were analyzed using the Micromass MassLynx software. The separation was 
performed on a Hypersil BDS CI 8, 3 iim column (50 x 4.6 mm), eluting with a linear 
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gradient of from 5% to 90% of acetonitrile containing 0.05% (v/v) trifluoroacetic acid (TFA) 
in water containing 0.05% (v/v) TFA over 3.5 minutes at a flow rate of 1 ml/minute. The total 
analysis time, including the colunm reequilibration time, is 7 minutes. 

The products of Examples 244 to 255 of the present invention were prepared as 
5 indicated in the experimental section and according to the general synthetic route of the 
scheme below: 




CI3CCOCI. 
2) toluene. 



O 




The products of Examples 256 to 263 of the present invention were prepared 
10 according to reaction Schemes 1 and 2 indicated below, in which the figures 1 to 8 

correspond, respectively, to Examples 256 to 263: the products of Examples 256 to 261 (i.e. 
products 1 to 6) were prepared according to Scheme 1 and the two thiohydantoin compounds 
of Examples 262 and 263 (i.e. products 7 and 8) were prepared according to Scheme 2. 
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The nitro compound is prepared by nitration of methyl 2-trifluoromethoxybenzoate 
by nitration (fuming nitric acid) by controlling the temperature. 

According to the conditions described in patent PCT Int. Appl. (2000), 564: WO 
0069810. 

The corresponding amine is prepared by reduction of the nitro function in the 
presence of SnCb in ethanol, according to the same patent. 

The isocyanate is prepared by reacting diphosgene dissolved in toluene at — 20°C 
under the usual known conditions. The isocyanate is reacted with the quinoline derivative 
prepared according to the known methods, in order to prepare the desired hydantoin. 

The acid is obtained by saponification using 2N sodium hydroxide in THF at 60*^0. 
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The amide is prepared by coupling the desired amine using EDCI as coupling agent 
(standard coupling conditions). 

The alcohol is obtained by reducing the ester in THF in the presence of LiAlH*. 
The halo derivatives R = CI and R = Br are prepared from the commercial anilines 
5 according to the same synthetic scheme. 




The examples whose preparation follows illustrate the present invention without, 
however, limiting it. 

10 

Example 1 : Preparation of (S)-5-methyl-l-quinolin-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

2 g (1.02 mmol) of Polystyrene AM RAM (Rink resin) (0.51 mmol/g) are suspended in 20 ml 
of DMF in a 50 ml syringe fitted with a sinter. After agitation for 10 minutes, the DMF is 

15 filtered and replaced with 10 ml of a 20% solution of piperidine in DMF. After agitation for 
one hour at room temperature, the solution is filtered and the resin washed successively with 

3 X 10 ml of DMF, 2 x 10 ml of methanol and 3 x 10 ml of DMF. A solution of 0,94 g of 
Fmoc-Ala(OH) (3 mmol), 0.41 g of HOBt (3 mmol) and 0.48 ml of DIC (3 mmol) in 10 ml 
of DMF is added to the resin. The syringe is agitated overnight at room temperature and the 
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resin is then washed succ^essively with 5 x 10 ml of DMF, 3 x 10 ml of MeOH and 5 x 10 ml 
of DCM. Next, 10 ml of a 20% solution of piperidine in DMF are introduced into the syringe. 
After agitation for 1 hour, the solution is filtered and the resin washed with 5 x 10 ml of 
DMF, 2 X 10 ml of MeOH, 3 x 10 ml of DCM and 3 x 10 ml of THF. Next, a solution of 
5 0.79 g of quinoline-4-carboxaldehyde (5,1 mmol) in 10 ml of a 50/50 THF/TEOF mixture is 
added to the resin. After agitation overnight at room temperature, the solution is filtered and 
the resin washed with 10 x 10 ml of THF. 0.63 g of sodium cyanoborohydride in a mixture of 
1.5 ml of MeOH, 3.5 ml of dichloroethane and 0.1 ml of acetic acid is then added to the resin. 
The resin is agitated overnight and then, after filtration, washed with 10 x 10 ml of DCM, 3 x 

10 10 ml of MeOH and 5 x 10 ml of DCM. 

In parallel, a solution of 0.563 g of 4-(trifluoromethanesuIfonyl)aniline (2.5 mmol) is treated 
with 0.25 g of triphosgene (0.83 nunol), followed by 0.23 ml of pyridine (2.5 mmol) at 0®C 
under nitrogen. After the temperature has warmed gradually to room temperature, the 
reaction is stirred for 2 hours and a further 0.23 ml of pyridine in 1 ml of DMF is added to the 

1 5 mixture. The solution obtained is transferred into the syringe, which is agitated for 2 hours. 
The solution is then filtered and the resin washed with 5 x 10 ml of DCM, 3 x 10 ml of 
MeOH and 5 x 10 ml of DCM. Finally, the resin is treated with 5 ml of a 95% solution of 
trifluoroacetic acid in water. The mixture is agitated for 2 hours and then filtered. The resin is 
washed with 2 ml of MeOH, followed by 2 ml of DCM. The combined filtrates are 

20 evaporated under vacuum. 280 mg of crude product are thus obtained. After purification by 
preparative LC-MS, 240 mg (overall yield = 41%) of expected product are isolated in the 
form of a white solid. 
EIMS ([M+H]+: 464 

Retention time (RT) = 3,12 min (YMC basic S5 colunm; 2-85% ACN/H20 gradient over 7 
25 min) 

IHNMR (300 MHz) (CDC13): 1.59(d, 3H); 4.1 l(t, IH); 5.01 and 5.55(AB, 2H); 7.70 (d, 
IH); 7.89(m, IH); 7.99(m, 3H); 8.15(m, 2H); 8.30(d, IH), 8.50(d, IH); 9.22(d, IH). 
Example 2 : Preparation of (S)-4-methyl-3-quinol-4-yImethyl-5-thioxo-l-(4-trifluoro- 
methanesulfonylphenyl)imidazolidin-2-one trifluoroacetate 
30 Resin 3, 0.036 mmol, prepared according to Example 1, is used for the preparation of the 
compound. 

33 mg of thiocarbonyldiimidazole (0.18 mmol) are added to a solution of 41 mg of 4- 
(trifluoromethanesulfonyl)aniline (0.18 mmol) in 3 ml of DCM. The reaction mixture is 
stirred for 2 hours at room temperature and then added directly to the resin. After stirring for 
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2 hours, the solution is filtered and the resin is then washed with 5 x 2 ml of DCM, 3 x 5 ml 
of MeOH and 5 X 2 ml of DCM. 

Finally, 2 ml of a 95% solution of TFA in water are added to the resin. After stirring for 2 
hours, the mixture is filtered and the resin washed with 1 ml of MeOH and 1 ml of DCM. The 
5 combined filtrates are heated at 60®C for 2 hours and then concentrated under vacuum. After 
purification by preparative LC-MS, 1.8 mg of expected product are isolated. 
EDMS [(M+H]+): 480 

RT= 4.72 min (YMC basic S5 column; 2-85% ACN/H20 gradient over 7 min) 

Example 3 : Preparation of (S)-5-methyl-l-pyrid-4-ylmethyl-3-(4- 
1 0 trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.025 mmol of resin, 0.075 mmol of N-Fmoc-L-Ala(OH), 

0.125 mmol of 4-pyridinecarboxaldehyde and 0.0625 mmol of 4-(trifluoro- 

methanesulfonyl)aniline, in the same way as in Example 1. After purification by preparative 

LC-MS, 5.6 mg of expected product are obtained. 
15 EDMS ([M+H]+): 414 

RT = 2.72 mm 

Example 4 : Preparation of (S)-5-methyl-l-pyrid-4-ylmethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida2;olidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.025 mmol of resin, 0.075 mmol of N-Fmoc-L-Ala(OH), 
20 0.125 mmol of 4-pyridinecarboxaldehyde and 0.0625 mmol of 4-(trifluoro- 

methanethio)aniline, in the same way as in Example 1 . After purification by preparative LC- 
MS, 1 .3 mg of expected product are obtained. 
EIMS ([M+H]+): 382 
RT = 2.83 min 

25 Example 5 : Preparation of (S)-5 -methyl- 1 -quinol-4-ylmethy 1-3 -(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.025 mmol of resin, 0.075 mmol of N-Fmoc-L-Ala(OH), 
0.125 mmol of 4-quinolinecarboxaldehyde and 0.0625 mmol of 4-(trifluoro- 
methanethio)aniline, in the same way as in Example 1 . After purification by preparative LC- 

30 MS, 0.6 mg of expected product is obtained. 
EIMS ([M+H]+): 432 
RT = 3.14 min 

Example 6 : Preparation of l-quinol-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
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The compound is prepared from 4 mmol of resin, 12 mmol of N-Fmoc-Gly(OH), 20 mmol of 
4-quinolinecarboxaldehyde, and 10 nmiol of 4-(trifluoromethanesulfonyl)aniline, in the same 
way as in Example 1 . After purification by preparative LC-MS, 1 g of expected product is 
obtained. 
5 EIMS ([M+H]+): 450 
RT = 3.20min 

Example 7 : Preparation of 5,5-dimethyl-l-quinol-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.25 mmol of resin, 0.75 mmol of Fmoc-AIB-(OH), 1.25 
10 mmol of 4-quinolinecarboxaldehyde and 0.625 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 22 mg of 
expected product are obtained. ^ 
EDMS ([M+H]+): 478 
RT = 4.26 min 

1 5 Example 8 : Preparation of (R)-5-methy 1- 1 -quinol-4-ylmethyl-3 -(4- 

trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
mmol of 4-quinolinecarboxaldehyde and 0.10 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1. After purification by preparative LC-MS, 10 mg of 

20 expected product are obtained. 
EIMS ([M+H]+): 464 
RT = 4.36 min 

Example 9 : Preparation of (R)-5-methyl-l-quinol-4-ylmethyl-3-(4- 
trifluoromethyIsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

25 The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
mmol of 4-quinolinecarboxaldehyde and 0.10 mmol of 4-(trifluoromethanethio)aniline, in the 
same way as in Example 1. After purification by preparative LC-MS, 1 1 mg of expected 
product are obtained. 
EIMS ([M+H]+): 432 

30 RT = 4.50 min 

Example 10 : Preparation of (R)-5 -methyl- l-pyrid-4-ylmethyl-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.28 mmol of resin, 0.84 mmol of N-Fmoc-D-Ala(OH), 1 .4 
mmol of 4-pyridinecarboxaldehyde and 0.70 mmol of 4-(trifluoromethanesulfonyl)aniline, in 
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the same way as in Example 1. After purification by preparative LC-MS, 105 mg of expected 
product are obtained. 
EIMS ([M+H]+): 414 
RT = 2.40 min 

5 Example 1 1 : Preparation of (R)-5-methyl-l-pyrid-4-ylmethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazoIidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.28 mmol of resin, 0.84 mmol of N-Fmoc-D-Ala(OH), 1.4 
mmol of 4-pyridinecarboxaIdehyde and 0.70 mmol of 4-(trifluoromethanethio)aniline, in the 
same way as in Example 1. After purification by preparative LC-MS, 91 mg of expected 
1 0 product are obtained. 
EDMS ([M+H]+): 382 
RT = 2.52 min 

Example 12 : Preparation of (S)-5-methyl-l-(3-methylpyrid-4-ylmethyl)-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

15 The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-L-Ala(OH), 0.20 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.10 mmol of 4-(trifluoromethane- 
thio)aniline, in the same way as in Example 1. After purification by preparative LC-MS, 17 
mg of expected product are obtained. 
EIMS ([M+H]+): 396 

20 RT = 4.20 min 

Example 13 : Preparation of (S)-5-methyl-l-(3-methylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesuifonylphenyl)imidazolidine-254-dione trifluoroacetate 
The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-L-Ala(OH), 0.20 
mmol of 3-methyM-pyridinecarboxaldehyde, and 0.10 mmol of 4-(trifluoromethane- 

25 sulfonyl)aniline, in the same way as in Example 1 . After purification by preparative LC-MS, 
16 mg of expected product are obtained. 
EIMS ([M+H]+): 428 
RT = 4.07 min 

Example 14 : Preparation of (S)-4-methyl-3-pyrid-4-ylmethyl-5-thioxo-l-(4- 
30 trifluoromethylsulfanylphenyl)imidazolidin-2-one trifluoroacetate 

The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-L-Ala(OH), 0.20 
mmol of 4-pyridinecarboxaldehyde and 0.10 mmol of 4-(trifluoromethanethio)aniline, in the 
same way as in Example 2. After purification by preparative LC-MS, 1 .7 mg of expected 
product are obtained. 
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EIMS ([M+H]+): 398 
RT = 4.51 min 

Example IS : Preparation of (S)-4-methyl-3-pyrid-4-ylmethyl-5-thioxo-l-(4- 
trifluoromethanesulfonylphenyl)imidazolidin-2-one trifluoroacetate 
5 The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-L-Ala(OH), 
0.20 mmol of 4-pyridinecarboxaldehyde and 0.10 mmol of 4-(trifluoromethane- 
sulfonyl)aniline, in the same way as in Example 2. After purification by preparative LC-MS, 
2.2 mg of expected product are obtained. 
EIMS ([M+H]+): 430 
10 RT = 4.34 min 

Example 16 : Preparation of (R)-4-methyl-3-(3-methylpyrid-4-ylmethyI)-5-thioxo-l-<4- 
trifluoromethylsulfanylphenyl)imida2olidin-2-one trifluoroacetate 

The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.10 mmol of 4-(trifluoro- 
1 5 methanethio)aniline, in the same way as in Example 2. After purification by preparative LC- 
MS, 1 .9 mg of expected product are obtained. 
EIMS ([M+H]+):412 
RT = 4.60 min 

Example 17 : Preparation of (R)-4-methyl-3-(3-methylpyrid-4-ylmethyl)-5-thioxo-l-(4- 

20 trifluoromethylsulfonylphenyl)imidazolidin-2-one trifluoroacetate 

The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.10 mmol of 4-(trifluoro« 
methanesulfonyl)aniIine, in the same way as in Example 2. After purification by preparative 
LC-MS, 4.5 mg of expected product are obtained. 

25 EIMS ([M+H]+): 444 
RT = 4.41 min 

Example 18 : Preparation of (R)-5-methyl-l-(3-methylpyrid-4-ylmethyl)-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
30 mmol of 3-methyl-4-pyridinecarboxaldehyde and 0. 1 0 mmol of 4-(trifluoro- 

methanethio)aniline, in the same way as in Example 1 . After purification by preparative LC- 
MS, 14 mg of expected product are obtained. 
EIMS ([M+H]+): 396 
RT = 4.22 min 
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Example 19 : Preparation of (R)-5-methyl-l-(3-niethylp3Tid-4-ylmethyl)-3-(4- 
trifIuoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.10 mmol of 4-(trifluoromethane- 
5 sulfonyl)aniline, in the same way as in Example 1 . After purification by preparative LC-MS, 
6.3 mg of expected product are obtained. 
EIMS ([M+H]+): 428 
RT = 4.10min 

Example 20 : Preparation of (R)-4-methyI-3-quinol-4-ylmethyl-5-thioxo-l-(4- 
1 0 trifluoromethylsulfanylphenyl)imidazolidin-2-one trifluoroacetate 

The compound is prepared from 0.04 mmol of resin, 0.12 mmol of N-Fmoc-D-Ala(OH), 0.20 
nmiol of 4-qinolinecarboxaldehyde and 0.10 nrniol of 4-(trifluoromethanethio)aniline, in the 
same way as in Example 2. After purification by preparative LC-MS, 0.4 mg of expected 
product is obtained. 
15 EIMS ([M+H]+): 448 
RT = 4.89 min 

Example 21 : Preparation of (R)-5-isopropyl-l-quinol-4-ylmethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Val(OH), 0.25 
20 mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanethio)aniline, in 
the same way as in Example 1 . After puriflcation by preparative LC-MS, 0.3 mg of expected 
product is obtained. 
RT = 4.01 min 
EIMS ([M+H]+): 460 

25 Example 22 : Preparation of (R)-5-isopropyl-l-quinol-4-ylmethyl-3-(4-trifluoromethane- 
sulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Val(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 1 mg of expected 
30 product is obtained. 
EIMS ([M+H]+): 492 
RT = 3.91 min 

Example 23 : Preparation of (R)-5-Benzyl-l-quinol-4-ylmethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 



\ 
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The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Phe(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifIuoromethanethio)aniline, in 
the same way as in Example 1 . After purification by preparative LC-MS, 8.9 mg of expected 
product are obtained. 
5 EDVIS ([M+H]+): 508 
RT = 4.11min 

Example 24 : Preparation of (R)-5-Benzyl-l-quinol-4-ylmethyl-3-(4- 
trifIuoromethanesulfonylphenyl)imida2olidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Phe(OH), 0.25 
1 0 mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 5.9 mg of 
expected product are obtained. 
EIMS ([M+H]+): 540 
RT = 4.01 min 

1 5 Example 25 : Preparation of (R)-5-Benzyl- 1 -pyrid-4-ylmethyl-3-(4- 

trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Phe(OH), 0.25 
mmol of 4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 11.1 mg of 

20 expected product are obtained. 
EDMS ([M+H]+): 490 
RT = 3.76 min 

Example 26 : Preparation of (R)-5-isobutyl-l-quinol-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

25 The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Leu(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1. After purification by preparative LC-MS, 5.9 mg of 
expected product are obtained. 
RT = 4.02 min 

30 EIMS ([M+H]+): 506 

Example 27 : Preparation of (R)-5-(4-hydroxyben2yl)-l-quinol-4-ylmethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Tyr(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanethio)aniline, in 
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the same way as in Example 1. After purification by preparative LC-MS, 5.1 mg of expected 
product are obtained. 
EIMS ([M+H]+): 524 
RT = 3.75 min 

5 Example 28 : Preparation of (R)-5-(4-hydroxybenzyl)- 1 -quinol-4-yImethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 nraiol of N-Fmoc-D-Tyr(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1. After purification by preparative LC-MS, 1.8 mg of 
1 0 expected product are obtained. 
EDMS ([M+H]+): 556 
RT = 3.66 min 

Example 29 : Preparation of (R)-5-(4-hydroxybenzyl)-l-pyrid-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

15 The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Tyr(OH), 0.25 
mmol of 4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 0.7 mg of 
expected product is obtained. 
EIMS ([M+H]+): 506 

20 RT = 3.48 min 

Example 30 : Preparation of (R)-5-(l-hydroxyethyl)-l-quinol-4-ylmethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Thr(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanethio)aniline, in 
25 the same way as in Example 1. After purification by preparative LC-MS, 4.2 mg of expected 
product are obtained. 
EIMS ([M+H]+): 462 
RT = 3.52 min 

Example 3 1 : Preparation of (R)-5-(l-hydroxyethyl)-l-quinol-4-ylmethy^3-(4- 
30 trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Thr(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 3.4 mg of 
expected product are obtained. 
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EIMS ([M+H]+): 494 
RT = 3.43 min 

Example 32 : Preparation of 4-qumol-4-ylmethyl-6-(4-trifluoromethylsulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 
5 The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanethio)aniline, in 
the same way as in Example 1. After purification by preparative LC-MS, 7.5 mg of expected 
product are obtained. 
EIMS ([M+H]+): 444 
10 RT = 3.68 min 

Example 33 : Preparation of 4-quinol-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2 .4]heptane-5,7-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
15 in the same way as in Example 1 . After purification by preparative LC-MS, 3.8 mg of 
expected product are obtained. 
EDMS ([M+H]+): 476 
RT = 3.60 min 

Example 34 : Preparation of 4-pyrid-4-ylmethyl-6-(4-trifluoromethylsulfanylphenyl)-4,6- 

20 diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 4-p5Tidinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethanethio)aniline, in the 
same way as in Example 1 . After purification by preparative LC-MS, 1 .7 mg of expected 
product are obtained. 

25 EIMS ([M+H]+): 394 
RT = 3.43 min 

Example 35 : Preparation of 4-pyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
30 mmol of 4-pyridinecarboxaldehyde, and 0.125 mmol of 4-(trifluoromethanesulfonyl)aniline, 
in the same way as in Example 1 . After purification by preparative LC-MS, 1.4 mg of 
expected product are obtained. 
EIMS ([M+H]+): 426 
RT = 3.35 min 
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Example 36 : Preparation of (R)-5-benzo[b]thiophen-3-ylmethyI-l-quinol-4-ylniethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D- 
benzothienylAla(OH), 0.25 mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4- 
5 (trifluoromethanesulfonyl)aniline, in the same way as in Example 1. After purification by 
preparative LC-MS, 5 mg of expected product are obtained. 
EDVIS ([M+H]+): 596 
RT = 4.12min 

Example 37 : Preparation of (R)-5-benzo[b]thiophen-3-ylmethyl-l-pyrid-4-ylmethyl-3-(4- 
1 0 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D- 
benzothienylAla(OH), 0.25 mmol of 4-pyridinecarboxaldehyde and 0.125 nmiol of 4- 
(trifluoromethanethio)aniline, in the same way as in Example 1. After purification by 
preparative LC-MS, 1.4 mg of expected product are obtained. 
15 EIMS ([M+H]+): 514 
RT = 3.35min 

Example 38 : Preparation of (R)-5-benzo[b]thiophen-3-ylmethyH-pyrid-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D- 
20 benzothienylAIa(OH), 0.25 mmol of 4-pyridinecarboxaldehyde and 0.125 mmol of 4- 
(trifluoromethanesulfonyl)aniline, in the same way as in Example 1. After purification by 
preparative LC-MS, 8.5 mg of expected product are obtained. 
EIMS ([M+H]+): 546 
RT = 3.90 min 

25 Example 39 : Preparation of (S)-5-pyrid-2-ylmethyl-l-quinol-4-ylmethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-2-pyridine- 
Ala(OH), 0.25 mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(tri- 
fluoromethanethio)aniline, in the same way as in Example 1 . After purification by preparative 
30 LC-MS, 7.5 mg of expected product are obtained. 
EIMS ([M-hH]+): 509 
RT = 3.47 min 

Example 40 : Preparation of (S)-5-pyrid-2-ylmethyl-l-quinol-4-ylmethyl-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 
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The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-2-pyridine- 
Ala(OH), 0.25 mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methanesulfonyl)aniline, in the same way as in Example 1 . After purification by preparative 
LC-MS, 1.6 mg of expected product are obtained. 
5 EIMS([M+H]+):541 
RT = 3.41 min 

Example 41 : Preparation of (R)-l-(3-hydroxypyrid-4-ylmethyl)-5-methyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of N-Fmoc-D-Ala(OH), 0.25 
10 mmol of 3-hydroxy-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 

methanethio)aniline, in the same way as in Example 1. After purification by preparative LC- 
MS, 8.3 mg of expected product are obtained. 
EIMS ([M+H]+): 398 
RT = 4.26 min 

1 5 Example 42 : Preparation of 5,5-dimethyl- 1 -quinol-4-ylmethyl-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 
mmol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethoxy) aniline, in the 
same way as in Example 1. After puriftcation by preparative LC-MS, 5.5 mg of expected 
20 product are obtained. 
EIMS ([M+H]+): 430 
RT = 4.33 min 

Example 43 : Preparation of 5,5-dimethyM-quinoM-ylmethyl-3-(4- 

trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 
25 The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 

mmol of 4-quinolinecarboxaldehyde, and 0.125 mmol of 4-(trifluoromethanethio)aniline, in 

the same way as in Example 1. After purification by preparative LC-MS, 9.4 mg of expected 

product are obtained. 

EDMS ([M+H]+): 446 
30 RT = 4.58 min 

Example 44 : Preparation of 5,5-dimethyl- l-(3-methylpyrid-4-ylmethyl)-3-(4- 

trifluoromethoxyphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethoxy)aniline, 
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in the same way as in Example 1 . After purification by preparative LC-MS, 5.5 mg of 
expected product are obtained. 
EIMS ([M+H]+): 394 
RT = 4.06 min 

5 Example 45 : Preparation of 5,5-dimethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4- 
trifluoromethylsulfanylphenyl)imidazoIidine-2,4-dione trifluoroacetate 
The compound is prepared from 0.05 nmiol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methanethio)aniline, in the same way as in Example 1 . After purification by preparative LC- 
1 0 MS, 13.1 mg of expected product are obtained. 
EIMS ([M+H]H-):410 
RT = 4.30 min 

Example 46 : Preparation of 5,5-dimethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione trifluoroacetate 

15 The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methanesulfonyl)aniline, in the same way as in Example 1 . After purification by preparative 
LC-MS, 9.6 mg of expected product are obtained. 
EIMS ([M+H]+): 442 

20 RT = 4.18 min 

Example 47 : Preparation of l-(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 
mmol of 3-hydroxy-4-pyridinecarboxaldehyde and 0,125 mmol of 4-(trifluoro- 
25 methoxy)aniline, in the same way as in Example 1. After purification by preparative LC-MS, 
6.9 mg of expected product are obtained. 
EIMS ([M+H]+): 394 
RT = 4.15 min 

Example 48 : Preparation of l-(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4- 
30 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0,15 mmol of Fmoc- AIB-(OH), 0.25 
mmol of 3 -hydroxy •4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methanethio)aniline, in the same way as in Example 1 . After purification by preparative LC- 
MS, 9.7 mg of expected product are obtained. 
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EIMS ([M+H]+): 412 
RT = 4.39 min 

Example 49 : Preparation of l-(3-hydroxypyrid-4-ylmethyl)-5,5-dimethyl-3-(4- 
trifluoroniethanesulfonylphenyl)imidazolidine-2j4-dione trifluoroacetate 
5 The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-AIB-(OH), 0.25 
mmol of 3-hydroxy-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methanesulfonyl)aniline, in the same way as in Example 1. After purification by preparative 
LC-MS, 15.2 mg of expected product are obtained. 
EIMS ([M+H]+): 444 
10 RT = 4.30 min 

Example 50 : Preparation of 4-quinol-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
nrniol of 4-quinolinecarboxaldehyde and 0.125 mmol of 4-(trifluoromethoxy)aniline, in the 
1 5 same way as in Example 1 . After purification by preparative LC-MS, 4.1 mg of expected 
product are obtained. 
EIMS ([M+H]+): 428 
RT = 4.24 min 

Example 51 : Preparation of 4-(3-methylpyrid-4-ylmethyl)-6-(4-trifluoromethoxyphenyl)-4,6- 

20 diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 4-pyridinecarboxaldehyde and 0,125 mmol of 4-(trifluoromethoxy)aniline, in the 
same way as in Example 1 . After purification by preparative LC-MS, 3 mg of expected 
product are obtained. 

25 EIMS ([M+H]+): 392 
RT = 3,95 min 

Example 52 : Preparation of 4-(3-methylpyrid-4-ylmethyl)-6-(4- 
trifluoromethylsulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
30 mmol of 3-methyl-4-pyridinecarboxaldehyde and 0. 125 mmol of 4-(trifluoro- 

methanethio)aniline, in the same way as in Example 1. After purification by preparative LC- 
MS, 5 mg of expected product are obtained. 
EIMS ([M+H]+): 408 
RT = 4.24 min 



FRAV2003/0002 US NP 



Example 53 : Preparation of 4-(3-methylpyrid-4-ylmethyl)-6-(4- 
trifluoromethanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 3-methyl-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
5 methanesuIfonyl)aniline, in the same way as in Example 1 . After purification by preparative 
LC-MS, 1 .9 mg of expected product are obtained. 
EIMS ([M+H]+): 440 
RT = 4.11 min 

Example 54 : Preparation of 4-(3-hydroxypyrid-4-ylmethyl)-6-(4-trifluoromethoxyphenyl)- 

10 4,6-diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 

The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 3-hydroxy-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methoxy)aniline, in the same way as in Example 1. After purification by preparative LC-MS, 
5.5 mg of expected product are obtained. 

1 5 EIMS ([M+H]+): 394 
RT = 4,04 min 

Example 55 : Preparation of 4-(3-hydroxypyrid-4-ylmethyl)-6-(4- 
trifluoromethylsulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
20 mmol of 3-hydroxy-4-pyridinecarboxaldehyde and 0. 125 mmol of 4-(trifluoro- 

methanethio)aniline, in the same way as in Example 1. After purification by preparative LC- 
MS, 0.7 mg of expected product is obtained. 
EIMS ([M+H]+): 410 
RT = 4.34 min 

25 Example 56 : Preparation of 4-(3-hydroxypyrid-4-ylmethyl)-6-(4- 

trifluoromethanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione trifluoroacetate 
The compound is prepared from 0.05 mmol of resin, 0.15 mmol of Fmoc-ACPC-(OH), 0.25 
mmol of 3-hydroxy-4-pyridinecarboxaldehyde and 0.125 mmol of 4-(trifluoro- 
methanesulfonyl)aniline, in the same way as in Example 1. After purification by preparative 

30 LC-MS, 2.5 mg of expected product are obtained. 
EIMS ([M+H]+): 442 
RT = 4.17 min 

Example 57 : Preparation of 5-methyl-l-quinol-4-ylmethyl-3-(4- 
trifluoromethanesulfonylphenyl)dihydrop3Timidine-2,4-dione 
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588 mg (1 mmol) of Wang polystyrene resin (1.7 mmol/g) are washed with 2 x 5 ml of DMF, 
1 X 5 ml of DCM and then treated with a solution of 0.49 g of N-Fmoc-3-amino-2-(R,S)- 
methylpropionic acid (1.5 mmol), 0.24 g of pyridine (3 mmol) in 5 ml of DMF, immediately 
followed by 0.3 1 g of 2,6-dichIorobenzoyl chloride (dropwise addition to control the 
5 exothermicity). The reaction mixture is stirred overnight at room temperature. The mixture is 
filtered and the resin is then washed with 1 x 5 ml of DMF, 1 x 5 ml of DCM and 2 x 5 ml of 
DMF and then treated with 5 ml of a 10% solution of piperidine in DMF. The resin is then 
washed with 2 x 5 ml of DMF, 1 x 5 ml of DCM, 1 x 5 ml of DMF, 1 x 5 ml of DMF, 
4 X 5 ml of DCM, 4 x 5 ml of MeOH and dried under vacuum. 0.94 g of 4- 

1 0 quinolinecarboxaldehyde (6 mol) m 1 6 ml of a 50/50 mixture of THF/TMOF is added to the 
resin, which is stirred overnight. The resin is then washed 3 times with 5 ml of the same 
THF/TMOF mixture and then treated with 12 ml of a IM solution of sodium 
cyanoborohydride in THF (12 mmol) in the presence of 1.2 ml of MeOH and 0.12 ml of 
acetic acid. After stirring overnight at room temperature, the resin is washed with 1 x 5 ml of 

15 THF, 4 X 5 ml of a 30% solution of acetic acid in DMF, 1 x 5 ml of MeOH, 1 x 5 ml of THF, 
1 X 5 ml of DMF, 1 x 5 ml of THF, 1 x 5 ml of MeOH and dried under vacuum. 
In parallel, 0.121 g of triphosgene (0.41 mmol) in 1 ml of DCM is added dropwise to a 
solution of 0.281 g of 4-(trifluoromethanesulfonyl)aniline (1.25 mmol) and 0.1 g of pyridine 
(1.25 mmol) in 2 ml of DCM. After stirring for 15 minutes at room temperature, the same 

20 amount of pyridine is added, followed by the resin previously prep£u*ed. The mixture is stirred 
overnight and then filtered. The resin is washed with 1 x 5 ml of MeOH, 1 x 5 ml of THF, 
1 X 5 ml of MeOH, 1 x 5 ml of DMF, 1 x 5 ml of THF, 1 x 5 ml of MeOH and 3 x 5 ml of 
THF and dried under vacuum. The resin is then treated with 1 54 mg of DBU (1 mmol) in 5 
ml of DCM and stirred overnight. Finally, the dihydrouracil is obtained by treating the resin 

25 with 5 ml of 2% solution of acetic acid in THF. After purification by preparative HPLC, 90 
mg of expected product are isolated. 
EIMS ([M+H]-h): 477 

RT = 1.83 min (20-100% ACN/H20 gradient over 5 minutes) 
Example 58 : (S)-5-Methy 1- 1 -quinol-4-ylmethyl-3 -(4- 
30 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione 

This example describes a novel preparation of Example 5 above. 

A mixture of 0.71 g of ethyl (S)-2-[(quinoM-ylmethyl)amino]propanoate and 1,42 g of 4- 
(trifluoromethanesulfanylphenyl) isocyanate in 15 ml of THF is stirred for 15 hours at room 
temperature under an argon atmosphere. After evaporating off the solvent under reduced 
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pressure, 20 ml of dichloromethane are added. The precipitate is filtered off. The filtrate is 
concentrated under reduced pressure and the residue is purified by flash chromatography 
(Si02, CH2C12 and then CH2C12/MeOH, 95/5 by volume as eluent, Ar). 0.69 g of (S)-5- 
methyl- 1 -quinol-4-ylmethy 1-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is 
5 isolated in the form of a white powder. 
[a]D= -33.r +/- 0.8° (MeOH) 
Mass: EI m/z = 43 1 M+. base peak 
m/z=143 [C10H9N]+. 

IH NMR spectrum (400 MHz, (CD3)2SO d6, 5 in ppm): 1 .42 (d, J = 5.5 Hz: 3H) ; 4.35 (q, J 
10 = 5.5 Hz: IH) ; 5.08 (d, J = 17 Hz: IH) ; 5.25 (d, J = 17 Hz: IH) ; 7.65 (d, J = 5 Hz: IH) ; 
from 7.65 to 7.75 (mt: IH) ; 7.70 (d, J = 8.5 Hz: 2H) ; 7.83 (broad t, J = 8 Hz: IH) ; 7.89 (d, J 
= 8.5 Hz: 2H) ; 8.10 (bioad d, J = 8.5 Hz: IH) ; 8.25 (broad d, J = 8.5 Hz: IH) ; 8.90 (d, J = 5 
Hz: IH). 

Ethvl fSV-2-f(quinol-4-vlmethvl")amino1propanoate 
15 fP-31397-073-n 

A mixture of 2 g of L-alanine ethyl ester in hydrochloride form and 1.83 ml of triethylamine 
in 30 ml of dichloromethane is stirred at room temperature for 10 minutes. Next, 2.05 g of 
quinoline-4-carbaldehyde are added. The reaction medium is stirred at room temperature for 
15 hours and then concentrated under reduced pressure. 35 ml of ethanol are then added; the 

20 solution is cooled to 0°C and 0.49 g of sodium borohydride is then added portionwise. 

Stirring is continued for 15 hours at room temperature. The precipitate formed is filtered off; 
the filtrate is concentrated under reduced pressure. The residue is purified by flash 
chromatography on a column (Si02, CH2C12/MeOH, 95/5 by volimie as eluent, Ar). 0.71 g 
of ethyl (S)-2-[(quinol-4-ylmethyl)amino]propanoate is obtained in the form of a pink oil. 

25 Mass: EI m/z = 258 M+. 

m/z = 1 85 [M - COOCH2CH3]+ base peak 
ni/z=142[C10H8N]+ 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1 .22 (t, J = 7 Hz: 3H) ; 1.28 (d, J = 
7 Hz: 3H) ; 2.72 (unresolved peak: IH) ; 3.42 (mt: IH) ; fi-om 4.00 to 4.20 (mt: IH) ; 4.13 (q, 
30 J = 7 Hz: 2H) ; 4.27 (broad d, J = 16 Hz: IH) ; 7.55 (broad d, J = 5 Hz: IH) ; 7.64 (ddd, J = 
8.5 - 7.5 and 1 Hz: IH) ; 7.77 (ddd, J = 8.5 - 7.5 and 1 Hz: IH) ; 8.04 (broad d, J = 8.5 Hz: 
IH) ; 8.22 (broad d, J = 8.5 Hz: IH) ; 8.86 (d, J = 5 Hz: IH). 

Example 59 : 5,5-Dimethyl-l-quinol-4-yhnethyl-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione 
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This example describes a novel preparation of Example 42 above. 

The product is prepared according to the procedure described in Example 58 with 600 mg of 
methyl 2-methyl-2-[(quinol-4-ylmethyl)amino]propanoate instead of ethyl (S)-2-[(quinol-4- 
ylmethyl)amino]propanoate used in Example 58 and 1.1 14 g of 4-(trifluoromethoxyphenyl) 
5 isocyanate instead of 4-(trifluoromethanesulfanylphenyl) isocyanate used in Example 58. 
After purification by flash chromatography on a colunm (Si02, CH2C12 as eluent, Ar) and 
then a second purification by flash chromatography on a column (Si02, 60/40 
cyclohexane/EtOAc by volume as eluent, Ar), 710 mg of the desired product are obtained. 
Mass: EI m/z = 429 M+. base peak 

10 m/z = 414[M-CH3]+ 
m/z = 3 59 [M - C4H60]+. 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1.46 (s: 6H) ; 5.16 (s: 2H) ; 7.55 
(broad d, J = 8.5 Hz: 2H) ; 7.65 (d, J = 5 Hz: IH) ; 7.69 (d, J = 8.5 Hz: 2H) ; 7.70 (mt: IH) ; 
7.83 (ddd, J = 8 - 7.5 and 1.5 Hz: IH) ; 8.09 (broad d, J = 8.5 Hz: IH) ; 8.27 (broad d, J = 8.5 
15 Hz: IH) ; 8.88 (d, J = 5 Hz: IH). 

Preparation of methyl 2-((quinol-4-vlmethvnamino)propanoate 

A mixture of 1 .5 g of methyl a-aminoisobutyrate hydrochloride and 1 .4 ml of triethylamine 
in 30 ml of dichloromethane is stirred at O^C for 20 minutes. Next, 1 g of magnesium sulfate 
and 1.5 g of quinoline-4-carbaldehyde are added. Stirring is continued for 15 hours at room 

20 temperature and the mixture is then concentrated under reduced pressure. The residue is taken 
up in 35 ml of methanol and the solution obtained is cooled to 0°C. 0.4 g of sodium 
borohydride is added portionwise and stirring is continued at room temperature for 15 hours. 
The precipitate formed is filtered and the filtrate is concentrated under reduced pressure. The 
residue obtained is purified by recrystallization from diisopropyl ether. 600 mg of the 

25 expected product are obtained in the form of a pink oil. 
Mass: DCI m/z = 259 [M+H]+ 
m/z= 199 [M+H-HCOOCH3]+ 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1 .36 (s: 6H) ; 2.68 (broad t, J = 7 
Hz: IH) ; 3.69 (s: 3H) ; 4.1 1 (d, J = 7 Hz: 2H) ; 7.60 (broad d, J = 5 Hz: IH) ; 7.63 (ddd, J = 9 
30 - 8.5 and 1 Hz: IH) ; 7.76 (ddd, J = 9 - 8.5 and 1 Hz: IH) ; 8.03 (broad d, J = 8.5 Hz: IH) ; 
8.20 (broad d, J - 8.5 Hz: IH) ; 8.85 (d, J = 5 Hz: IH). 
Example 60 : 5,5-dimethyl- l-(3-chloro-6-methoxyquinol-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione 
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The product is prepared according to the procedure described in Example 59, starting with 
180 mg of methyl 2-methyl-2-[(3-chloro-6-methoxyquinol-4-ylmethyl)amino]propanoate 
instead of methyl 2-methyl-2-[(quinol-4-ylmethyl)amino]propanoate used in Example 59 and 
267 mg of 4-(trifluoromethoxy)phenyl isocyanate. After purification by flash 
5 chromatography on a colunm (Si02, 80/20 cyclohexane/EtOAc by volume as eluent, Ar), 
137 mg of the expected product are obtained. 
Mass: EI m/z = 493 M+. isotopic band of the peak 
monochloro m/z = 458 [M - Cl]+ base peak 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1.27 (s: 6H) ; 3.89 (s: 3H) ; 5.27 (s: 
10 2H) ; 7.48 (dd, J = 9 and 3 Hz: IH) ; 7.56 (broad d, J = 8.5 Hz: 2H) ; 7.68 (dt, J = 8.5 and 2 
Hz: 2H) ; 7.79 (d, J = 3 Hz: IH) ; 8.01 (d, J = 9 Hz: IH) ; 8.80 (s: IH). 

Preparation of methvl 2"methvl-2-r(3-chloro-6-methoxvquinol-4-vlmethvnamino1propanoate 
(P-3 1397-099- n ^ 

The product is prepared according to the procedure described in Example 59, starting with 
15 1 g of methyl a-aminoisobutyrate hydrochloride, 1.25 g of (3-chloro-6-methoxy)quinoline-4- 
carbaldehyde instead of quinoline-4-carbaldehyde used in Example 59, 0.66 g of 
triethylamine and 250 mg of sodium borohydride. After purification by flash chromatography 
(Si02, 70/30 cyclohexane/EtOAc by volume as eluent, Ar), 180 mg of the expected product 
are obtained. 

20 Mass: EI m/z = 322 M+. isotopic band of the peak 
monochloro m/z = 263 [M - COOCH3]+ base peak 
isotopic band of the monochloro peak m/z = 206 [M - C5H10O2N]+ 
isotopic band of the monochloro peak 

IH NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1 .39 (s: 6H) ; 2.47 (broad t, J = 7.5 
25 Hz: IH) ; 3.74 (s: 3H) ; 3.98 (s: 3H) ; 4.04 (d, J = 7.5 Hz: 2H) ; 7.46 (dd, J = 9 and 3 Hz: IH) 
; 7.66 (d, J = 3 Hz: IH) ; 7.97 (d, J = 9 Hz: IH) ; 8.71 (s: IH). 
Preparation of (3-chloro-6-methoxvquinoline)-4-carbaldehvde (P-3 1397-097-1) 
A solution of 2 g of 4-bromo-3-chloro-6-methoxyquinoline in 50 ml of THF is cooled to 
-78°C. 6.9 ml of a 1 .6 M solution of nBuLi in dioxane are added. The solution is stirred for 2 
30 hours at this temperature and 1 .7 ml of DMF are then added. The mixture is stirred at -60®C 
for 2 hours 30 minutes and the reaction medium is then allowed to warm to room 
temperature. 200 ml of water are then added. The organic phase is extracted widi 200 ml of 
ethyl acetate, washed with 5 x 200 ml of water, dried over magnesium sulfate and 
concentrated under reduced pressure. The residue obtained is purified by flash 
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chromatography on a column (Si02, 80/20 cyclohexane/EtOAc by volume as eluent, Ar). 
1 .2 g of the expected product are obtained in the form of a yellow powder. 
Mass: EI m/z = 221 M+. base peak, isotopic band of the monochloro 
m/z = 193 [M — CO]+. isotopic band of the monochloro peak 
5 m/z =150 [M - C3H302]+ isotopic band of the monochloro peak 

IHNMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 3.96 (s: 3H) ; 7.56 (dd, J = 9 and 3 
Hz: IH) ; 8.07 (d, J = 9 Hz: IH) ; 8.22 (d, J = 3 Hz: IH) ; 8.93 (s: IH) ; 10.77 (s: IH). 
Preparation of 4-bromo-3-chloro-6-methoxyquinoline is described in French patent FR 2 816 
618 in Example 1. 
10 Example 61 : 5,5-Dimethyl-l-pyrid-4-ylmethyl-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine"2,4-dione 

0.764 g of 4-(trifluoromethanesulfanylphenyl) isocyanate is added to a solution of 0.726 g of 
methyl 2-methyl-2-[(pyrid-4-ylmethyl)amino]propanoate in 10 ml of tetrahydrofuran. The 
reaction medium is stirred under an argon atmosphere for about 3 days at a temperature in the 

15 region of 20°C. The reaction mixture is taken up in ethyl acetate, washed successively with 
water and then with saturated sodium chloride solution. The organic phase is dried over 
magnesium sulfate and then concentrated under reduced pressure. The residue thus obtained 
is purified by flash chromatography on an AIT cartridge of reference FC-50SI filled with 50 
. g of silica conditioned and eluted with dichloromethane at a flow rate of 10 ml per minute. 

20 The fractions between 100 and 280 ml are concentrated under reduced pressure, the residue 
obtained is taken up in ethyl ether and the insoluble material is filtered off. 700 mg of 
5,5-dimethyl- 1 -pyrid-4-y Imethy 1-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione are thus obtained in the form of a white powder, the characteristics of which are as 
follows: 

25 IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1.43 (s: 6H) ; 4.66 (s: 2H) ; 7.44 

(broad d, J = 6 Hz: 2H) ; 7.69 (d t, J = 8.5 and 2.5 Hz: 2H) ; 7.87 (broad d, J = 8.5 Hz: 2H) ; 

8.55 (dd, J = 6 and 1.5 Hz: 2H). 

Mass IE m/z=395 M+, base peak 

m/z=380 (M-CH3)+ 
30 m/z=2 1 9 C8H4NOSF3+. 

m/z=92 C6H6N+ 

Preparation of methyl 2-methvl-2-r(pvrid-4-vlmethvnamino1propanoate rP-3 1402-1 5 1-1) 
1.04 ml of triethylamine and then 0.659 g of pyridine-4-carbaldehyde are successively added 
to a solution of 0.945 g of methyl a-aminoisobutyrate hydrochloride in 28 ml of 
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dichloroethane. The reaction mixture is stirred overnight at a temperature in the region of 
20®C. The mixture is purified by filtration on Merck Lichroprep aminbpropyl-grafted silica. 
The filtrate is concentrated under reduced pressure and the residue thus obtained is taken up 
in 25 ml of methanol, 0.372 g of sodium borohydride is added. The reaction mixture is stirred 
5 for 48 hours at a temperature in the region of 20°C and then poured into a mixture of a 

normal solution of sodium hydroxide/ice. The mixture obtained is extracted three times with 
ethyl acetate. The organic phase is dried over magnesium sulfate and then concentrated under 
reduced pressure. 0.726 g of methyl 2-methyl-2-[(pyrid-4-ylmethyl)amino]propanoate is thus 
obtained in the form of an oil, the characteristics of which are as follows: 
1 0 IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1 .27 (s: 6H) ; 2.69 (broad t, J = 5 
Hz: IH) ; 3.64 (s: 3H) ; 3.65 (d, J = 5 Hz: 2H) ; 7.35 (broad d, J = 6 Hz: 2H) ; 8.47 (dd, J = 6 
and 1.5 Hz: 2H). 

Mass IC m/z=209 MH+ base peak 

m/zFl49 (M-C2H402)+ 
1 5 Example 62 : l-Pyrid-4-ylmethyl-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione 

0.087 g sodium hydride is added to a solution of 0.300 g of 3-(4-trifluoromethyl- 
sulfanylphenyl)imidazolidine-2,4-dione in 6 ml of anhydrous dimethylformamide, under an 
inert atmosphere of argon at a temperature in the region of 20*'C, stirring is continued at this 

20 temperature for 30 minutes, 0.152 ml of triethylamine and 0.274 g of 

4-(bromomethyl)p3^dine hydrobromide are successively added, followed by addition of ice- 
cold water 10 minutes later. The reaction mixture is placed on a cartridge 37 mm in diameter 
packed with 50 g of Amicon 50 \im octadecyl-grafted silica of ref. conditioned successively 
with a water/acetonitrile mixture (5/95, v/v) and then a water/acetonitrile mixture (95/5, v/v). 

25 The elution was performed with a water/acetonitrile mixture (95/5, v/v) over 20 minutes, 
followed by a linear gradient fi-om 5% to 95% of acetonitrile over 60 minutes, at a flow rate 
of 10 ml/minute. The fi-actions between 580 and 630 ml are concentrated imder reduced 
pressure. 0.220 g of l-pyrid-4-yImethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine- 
2,4-dione is thus obtained in the form of a white powder, the characteristics of which are as 

30 follows: 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 6 in ppm): 4.16 (s: 2H) ; 4.65 (s: 2H) ; 7.42 
(broad d, J = 6 Hz: 2H) ; 7.64 (broad d, J = 8.5 Hz: 2H) ; 7.87 (broad d, J = 8.5 Hz: 2H) ; 8.57 
(broad d, J- 6 Hz: 2H). 
Mass IE m/z=367 M+. base peak 
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m/z=219 C8H4NOSF3+. 
m/z=92 C6H6N+ 

The compound 3-(4-trifluoromethylsulfanyIphenyl)imidazolidine-2,4-dione is described in 
patent US 4 496 575. 

5 Example 63 : 5,5-Dimethyl- l-p5Tid-4-ylmethyl-3-(4-trifluorometho?Qphenyl)imidazolidine- 
2,4-dione 

0.042 g of sodium hydride is added to a solution of 0.150 g of 5,5-dimethyl-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione in 3 ml of anhydrous dimethylformamide, 
under an inert atmosphere of argon and at a temperature in the region of 20°C, stirring is 

10 continued at this temperature for 30 minutes, 0.094 ml of triethylamine and 0.132 g of 4- 
(bromomethyl)pyridine hydrobromide are successively added, followed by addition of ice- 
cold water 10 minutes later. The reaction mixture is placed on a cartridge 27 mm in diameter 
packed with 30 g of Amicon 50 ^im octadecyl-grafted silica conditioned successively with a 
water/acetonitrile mixture (5/95, v/v) and then a water/acetonitrile mixture (95/5, v/v). The 

1 5 elution was performed with a water/acetonitrile mixture (95/5, v/v) over 20 minutes, followed 
by a linear gradient from 5% to 95% of acetonitrile over 60 minutes, at a flow rate of 10 
ml/minute. The fractions between 300 and 450 ml are concentrated under reduced pressure. 
0.1 g of mixture is thus obtained, which is repurified on a cartridge of 37 mm in diameter 
packed with 50 g of Amicon 50 |im octadecyl-grafted silica of ref. conditioned successively 

20 with a water/acetonitrile mixture (5/95, v/v) and then a water/acetonitrile mixture (95/5, v/v). 
The elution was performed with a water/acetonitrile mixture (95/5, v/v) over 20 minutes, 
followed by a linear gradient from 5% to 95% of acetonitrile over 60 minutes, at a flow rate 
of 10 ml/minute. The fractions between 550 and 750 ml are concentrated under reduced 
pressure. 0.060 g of 5,5-dimethyl-l-pyrid-4-ylmethyl-3-(4-tri- 

25 fluoromethoxyphenyl)imidazolidine-2,4-dione is thus obtained, the characteristics of which 
are as follows: 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1 .42 (s: 6H) ; 4.65 (s: 2H) ; 7.44 
(broad d, J = 6 Hz: 2H) ; 7.53 (broad d, J = 8.5 Hz: 2H) ; 7.64 (dt, J = 8.5 and 2.5 Hz: 2H) ; 
8.54 (broad d, J = 6 Hz: 2H). 
30 Mass IE m/z=379 M+. base peak 
m/z=364 (M-CH3)+ 
m/z=203 C8H4N02F3+. 
m/z=92 C6H6N+ 

Preparation of 5>5-dimethvl-3-f4-trifluoromethoxvphenvnimidazolidine-2.4-dione 
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A solution of 7,08 g of 4-trifluoroinethoxyaniline in 50 ml of toluene is added over 15 
minutes to a suspension of 8.7 g of diphosgene and 1 g of plant charcoal in 100 ml of toluene, 
at a temperature in the region of -20**C. The mixture is stirred until the temperature is in the 
region of 20®C, and then refluxed for 3 hours. The mixture is cooled to a temperature in the 
5 region of 20^C and then filtered through Celite, 5 g of methyl D-aminoisobutyrate 

hydrochloride, 50 ml of toluene and 10 ml of triethylamine are added to the filtrate. The 
mixture thus obtained is refluxed for 16 hours and then cooled to a temperature in the region 
of 20®C. The precipitate is filtered off and the filtrate is concentrated under reduced pressure, 
the residue obtained is purified by flash chromatography on a column packed with silica, 

10 conditioned and then eluted with a cyclohexane/ethyl acetate mixture (50/50, v/v). The 

fractions containing the expected product are concentrated under reduced pressure, and 3.4 g 
of 5,5-dimethyl-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione are thus obtained, the 
characteristics of which are as follows: 
Mass IE m/z=288 M+. base peak 

15 m/z=273 (M-CH3)+ 

m/z=203 C8H4N02F3+. 

IH NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1.42 (s: 6H) ; 7.49 (d, J = 9 Hz: 2H) 
; 7.55 (d, J = 9 Hz: 2H) ; 8.63 (unresolved peak: IH). 

Example 64 : Preparation of 3-[4-(pentafluorothio)phenyl]-5,5-dimethyl-l-quinolin-4- 
20 ylmethylimidazolidine-2,4-dione trifluoroacetate. 

The compound is prepared fi-om 0.16 mmol of resin, 0.48 mmol of Fmoc-AIB-(OH), 

1.12 mmol of 4-quinolinecarboxaldehyde and 0.4 mmol of 4-(pentafluorothio)aniline, in the 

same manner as in Example 1. After purification by preparative LC-MS chromatography, 

5 mg of the desired product are obtained. 
25 EIMS ([M+H]^: 472 

Example 65 : Preparation of 3-[4-(pentafluorothio)phenyl]-5,5-dimethyM-pyrid-4- 

ylmethylimidazolidine-2,4-dione trifluoroacetate 

The compound is prepared fi"om 0.16 mmol of resin, 0.48 mmol of Fmoc-AIB-(OH), 

1.12 mmol of 4-pyridinecarboxaldehyde and 0.4 mmol of 4-(pentafluorothio)aniline, in the 
30 same manner as in Example 1. After purification by preparative LC-MS chromatography, 

13.2 mg of the desired product are obtained. 
EIMS ([M+H]"^: 422 

Example 66 : Preparation of 3-[4-(pentafluorothio)phenyl]-l-quinolin-4-yl- 

methylimidazolidine-2,4-dione trifluoroacetate 
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The compound is prepared from 0.1 mmol of resin, 0.3 mmol of N-Fmoc-GIy--(OH), 
0.5 mmol of 4-quinolinecarboxaldehyde and 0.25 mmol of 4-(pentafluorothio)aniline, in the 
same manner as in Example 1. After purification by preparative LC-MS chromatography, 
1 8 mg of the desired product are obtained. 
5 EIMS ([M+H]^: 444 

Example 67 : Preparation of 3-[4-(pentafluorothio)phenyl]-l-pyrid-4-ylmethylimidazolidine- 
2,4-dione trifluoroacetate 

The compound is prepared from 0.1 mmol of resin, 0.3 mmol of N-Fmoc-Gly-(OH), 
0.5 mmol of 4-quinolinecarboxaldehyde and 0.25 mmol of 4-(pentafluorothio)aniline, in the 
1 0 same manner as in Example 1 . After purification by preparative LC-MS chromatography, 
18 mg of the desired product are obtained. 

EIMS ([M+H]^): 394 

Example 68 : Preparation of 3-[4-(pentafluorothio)phenyl]-l -pyrid-2-ylmethylimida2olidine- 
2,4-dione trifluoroacetate 
15 The compound is prepared from 0.1 mmol of resin, 0.3 mmol of N-Fmoc-Gly-(OH), 

0.5 mmol of 4-quinolinecarboxaldehyde and 0.25 mmol of 4-(pentafluorothio)aniline, in the 
same manner as in Example 1. After purification by preparative LC-MS chromatography, 
9 mg of the desired product are obtained. 
EDMS ([M+H]^: 394 

20 Example 69 : Preparation of 3-[4-(pentafluorothio)phenyl]- 1 -pyrid-3-ylmethylimidazolidine- 
2,4-dione trifluoroacetate 

The compound is prepared from 0.2 mmol of resin, 0.6 mmol of N-Fmoc-Gly-(OH), 
1 mmol of 4-quinolinecarboxaldehyde and 0.5 mmol of 4-(pentafluorothio)aniline, in the 
same manner as in Example 1 . After purification by preparative LC-MS chromatography, 
25 42 mg of the desired product are obtained. 
EIMS ([M+H]^: 394 

The 6 reaction schemes below describe the preparation of compound of formula I 
according to the present invention, especially among the products of Examples 70 to 178 
below. 

30 Scheme 1 describes the preparation of hydantoin derivatives with amino substituents 

in the two positions of the pyridine ring (B2). 
Scheme 1: 
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R = AlkyI, AlkyI Aryl substituted. Alkyl-CO-. Alkyl-CO Aryl-CO- substituted 
X = SorO 
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Procedures for Scheme 1 
Step 1 : 

(Syntheses described for X = S, analogous scheme for X = O), 
5 l-Isocyanato-4-trifluoromethylsulfanylbenzene (14.27 g, 65 mmol) is dissolved in 

30 ml of dry CH2CI2 and is cooled to O^'C. 7.5 g (65 mmol) of N-ethylmorpholine are added, 
followed by addition of 10 g (65 mmol) of methyl 2-amino-2-methylpropionate. The 
reaction mixture is left to reach 25®C over a period of 6 hours, washed with water and, after 
removing the solvent, 21.8 g of methyl 2-methyl-2-[3-(4-trifluoromethylsulfanyIphenyl)- 
10 ureido]propionate 3 are isolated. 
Step 2 : 

30 g of 2-methyl-2-[3-(4-trifluoromethylsulfanylphenyl)ureido]propionate 3 are 
dissolved in a mixture of 225 ml of 3 N HCl and 230 ml of dioxane, refluxed for 6 hours and, 
after cooling to 4X, the product 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)- 
1 5 imidazolidine-2,4-dione is isolated in the form of white crystals (24. 14 g). 
Step 3 : 

5,5-Dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidme-2,4-dione 3 (1 g, 
3.29 mmol) is dissolved in 10 ml of DMF, 1.36 g of K2CO3 (3 eq, 9.87 mmol) and 909 mg of 
2-chloro-4-chloromethylpyridine (3.95 mmol, 1.2 eq) are added, and the mixture is refluxed 
20 for 20 hours. The solvent is removed under vacuum and the residue is dissolved in CH2CI2 
and treated three times with active charcoal. After removing the solvent, the product l-(2- 
chloropyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4- 
dione is obtained (3.2 g; 56%). 
Analytical data: 
25 MS (LC-MS): 429.05; retention time: 2.49 min. 

NMR: 1.4: s, 6H; 4.7: s, 2H; 7.45: m, IH; 7.6: s, IH; 7.7: d, 2H; 7.9: d, 2H; 8,4: m, 

IH. 

Preparation of 2-chloro-4'Chloromethvlpyridine 

10 g of 2-chloro-4-methylpyridine are dissolved in 30 ml of CH3CN and a mixture of 
30 AIBN (3 g) and NCS (30 g) is added. The resulting mixture is refluxed for 4 hours. After 

removing the solvent, the crude product is fiirther purified by distillation (boiling point: 70°C, 
20 mtorr). 
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Step 4 : General procedure for the palladium-catalyzed amination of the pyridine ring system 
in l-f2-chloropyrid-4-ylmethylV5.5'-dimethyl'3-f4-trifluoromethylsulfanylphenynimidazolid- 
ine-2.4-dione 

100 mg (0.23 mmol) of l-(2-chloropyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 
5 methylsulfanylphenyl)imidazolidine-2,4-dione, 20 mg of Pd(OAc)2, 60 mg of XANTPHOS 
and 300 mg of CS2CO3 are transferred into a reaction tube with a screw stopper equipped with 
a rubber seal, and an argon atmosphere is generated in the tube. 1.5 equivalents (0.35 mmol) 
of the appropriate amine or amide are dissolved in 10 ml of toluene, the solution is 
transferred into the reaction tube mentioned above and the resulting mixture is heated at 95 °C 
10 for 6 to 10 hours depending on the reaction progress, monitored by LCMS. 

After filtration, the solvent is removed under vacuum and the crude product is further 
purified by chromatography on an HPLC system. 
Scheme 2 describes the preparation of urea and thiourea derivatives. 
Scheme 2 : 
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Procedures for Scheme 2: 
Step 1 : 

This step is identical to step 4 of Scheme 1, with acetamide as reagent in the catalytic 
reaction. 

Analytical data for N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanyl- 
phenyl)imidazolidin-l-ylmethyl]pyrid-2-yl} acetamide: 
MS (LC-MS): 452.1 1; retention time: 1.82 min. 

NMR: 1.4: s, 6H; 2.05: s, 3H; 4.65: s, 2H; 7.1: m, IH; 7.65: d, 2H; 7.85: d, 2H; 8.15: 
m, IH; 8.25: m, IH. 
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Step 2 : 

500 mg (1.1 1 mmol) of N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluo^omethylsulfanyl- 
phenyl)imida2olidin-l-ylmethyl]pyrid-2-yl}acetamide are dissolved in MeOH, 1.5 mmol of 
NaOMe are added and the resulting mixture is refluxed for 4 hours. The solvent is removed, 
5 the residue is taken up in CH2CI2 and washed twice with 10% NaHCOa solution and with 
water, and the organic phase is evaporated off. 340 mg (75%) of l-(2-aminopyrid-4-yl- 
methyl)-5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione are 
isolated in this manner. 

MS (LC-MS): 410.10; retention time: 1.57. 
10 NMR: 1.4: s, 6H; 4.4: s, 2H; 6.35: s, 2H; 6.4: m, IH; 6.5: m, IH; 7.65: d, 2H; 7.9: m, 

3H. 

Step 3 : General procedure, all the urea and thiourea derivatives are prepared in this manner. 

100 mg of l-(2-aminopyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoromethylsulfanyl- 
phenyl)imidazolidine-2,4-dione are dissolved in 5 ml of dioxane and 1 .5 equivalents of the 
1 5 corresponding isocyanate or isothiocyanate are added. The reaction mixture is stirred at 
slightly elevated temperature up to the end, which is monitored by LCMS. The solvent is 
removed and further purification is performed by chromatography on an HPLC system. 
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Step 2 



Step 3 




R = alkyi, alkyi substituted, aryl, aryl substituted, alkyl-CO, alkyl-CO substituted, aryl-CO. aryl-CO substituted 

X = S or O 

Scheme 3 
Step 1 : 

5 (Syntheses described for X = S, analogous scheme for X = O) 

5,5-Dimethyl-3-(4-trifluoromethyIsulfanylphenyI)imidazolidine-2,4-dione 
(1 000 mg/3.29 mmol) is dissolved in 20 ml of DMF, CS2CO3 (3.21 g/9.9 mmol) and 2,6- 
dichloro-4-chloromethylpyridine (774 g/3.9 mmol) are added and the resulting mixture is 
heated at 80®C for 6 hours. The solvent is removed and the residue is dissolved in CH2CI2 and 
10 washed three times with water. After evaporating off the solvent, the crude material is further 
purified by chromatography on an HPLC system. 
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Step 2 : General procedure for the Pd-catalyzed monoamination of l-(2,6-dichloropyrid>4-yl- 
methvlV5,S-dimethvl-3-f4-trifluoromethvlsulfanvlphenvnimidazolidine"2.4>dione 

This step is identical to step 4 of Scheme 1, but only 1 equivalent of the 
corresponding amine or amide is used. 
5 Step 3 : General procedure for the Pd-catalvzed bisamination of l-(2.6-dichloropvrid-4-vl" 
methvlV5,5-dimethvl'3-(4-trifluoromethvlsulfanvlphenvnimidazolidine-2.4-dione 

This step is identical to step 4 of Scheme 1, but in this case 2.2 equivalents of the 
corresponding amine or amide are used. 




10 



Het = aromatic or aliphatic heterocycle 
X = CI or Br 
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Scheme 4 : General procedure for the alleviation of 5>S'dimethvl-3-f4-trifluoromethvlsulfanvl- 
phenynimidazolidine-2,4-dione with aromatic or aliphatic heterocycles bearing a 
chloromethvl or bromomethvl substituent 

5,5-Dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
5 (100 mg/0.33 mmol) is dissolved in 10 ml of DMF, CS2CO3 (321 mg/0.99 mmol) and 
0.49 mmol (1.5 equivalents) of the aromatic or aliphatic heterocycle substituted with a 
corresponding chloromethyl or bromomethyl group are added and the resulting mixture is 
heated at 80°C for 6 hours. The solvent is removed and the crude material obtained is further 
purified by chromatography on an HPLC system. 
10 Svntheses of Examples 175, 176 and 177 



F 




Scheme 5 

100 mg (0.23 mmol) of l-(2-chIoropyrid-4-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione, 20 mg of Pd(OAc)2, 60 mg of XANTPHOS, 
15 300 mg of CS2CO3 and 124 mg of Mo(CO)6 (2 eq) are transferred into a reaction tube with a 
screw stopper, equipped with a rubber seal, and an argon atmosphere is generated in the tube. 

1.5 equivalents (0.35 mmol) of the appropriate amine and 212 mg of DBU are 
dissolved in 10 ml of toluene, this solution is transferred into the reaction tube mentioned 
above and the resulting mixture is heated at 95**C for 6 to 10 hours depending on the reaction 
20 progress, which is monitored by LCMS. 

After filtration, the solvent is removed under vacuum and the crude product is further 
purified by chromatography on an HPLC system. 
Synthesis of Example 178 
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30 mg (0.05 mmol) of methyl 2-(3-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}thioureido)ben2oate are dissolved 
5 in 2 ml of MeOH, 0.1 mmol of NaOMe is added and the resulting mixture is stirred overnight 
at room temperature. After evaporating off the solvent, the crude 5,5-dimethyl-l-[2-(4-oxo-2- 
thioxo-l,4-dihydro-2H-quinazolin-3-yl)pyrid-4-ylmethyl]-3-(4-trifluoromethylsulfanyl- 
phenyl)imidazolidine-2,4-dione is further purified by chromatography on an HPLC system. 
Example 70 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
1 0 l-ylmethyl]pyrid-2-yl}propionamide; compound with trifluoroacetic acid 




MS (LC-MS): 466.13, Retention time: 1.83 min. 

NMR: 1.05: t, 3H; 1.40: s, 6H; 2.35: q, 2H; 4.65: s, 2H; 7.1: d, IH; 7.65: d, 2H; 7.85: 
d, 2H; 8.15: s, IH; 8.25: d, IH. 
15 The synthesis is described in Scheme 1. 

Example 71 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
l-ylmethyl]pyrid-2-yl}isobutyramide; compound with trifluoroacetic acid 
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MS (LC-MS): 480.14, Retention time: 1.93 min. 

NMR: 1.10: d, 6H; 1.40: s, 6H; 2.75: s, IH; 4.65: s, 2H; 7,15: d, IH; 7.65: d, 2H; 
7.85: d, 2H; 8.15: s, IH; 8.25: d, IH. 

The synthesis is described in Scheme 1. 
Example 72 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
l-ylmethyl]pyrid-2-yl}-3-morpholin-4-ylpropionamide; compound with trifluoroacetic acid 



MS (LC-MS): 551.18, Retention time: 1 .54 min. 

NMR: L40: s, 6H; 2.85: m, 2H; 3.1: m, 2H; 3.4: m, 2H; 3.95: m, 2H; 4.65: s, 2H; 
7.15: d, IH; 7.65: d, 2H; 7.85: d, 2H; 8.15: s, IH; 8.25: d, IH. 

The synthesis is described in Scheme 1 . 
Example 73 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
1 -y Imethy l]pyrid-2-y 1 } -3 -[4-(2-hydroxyethyl)piperazin- 1 -y IJpropionamide 
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MS (LC-MS): 594.22, Retention time: 1.40 min. 

NMR: 1.40: s, 6H; 2.55 to 3.50: m, 12H; 4.65: s, 2H; 7.15: m, IH; 7.65: d, 2H; 7.85: 
d,2H; 8.15: s, IH; 8.25: d, IH. 

The synthesis is described in Scheme 1 . 
Example 74 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
1 -ylmethyl]pyrid-2-yl} -3-(4-methylpiperazin- 1 -yl)propionamide 



MS (LC-MS): 564.21, Retention time: 1.41 min. 

NMR: 1.40: s, 6H; 2.55 to 3.50: m, 12H; 2.75: s, 3H; 4.65: s, 2H; 7.15: m, IH; 7.65: 
d, 2H; 7.85: d, 2H; 8.15: s, IH; 8.25: d, IH. 

The synthesis is described in Scheme 1 . 
Example 75 : {4-[5,5-dimethyl-2,4-dioxo-3 -(4-trifluoromethylsulfanylphenyl)imidazolidin- 1 - 
ylmethyl]pyrid-2-yl}— cyclopropanecarboxamide 
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MS (LC-MS): 478.13, Retention time: 1.99 min. 

NMR: 0.80: m, 4H; 1.15: t, IH; 1.40: s, 6H; 4.65: s, 2H; 7.15: m, IH; 7.65: d, 2H; 
7.85: d, 2H; 8.15: s, IH; 8.25: d, IH. 
5 The synthesis is described in Scheme 1. 

Example 76 : 5,5-dimethyl-l-[2-(pyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 




MS (LC-MS): 487.13, Retention time: 1.85 min. 
10 NMR: 1.40: s, 6H; 4.65: s, 2H; 7.3: m, 4H; 7.65: d, 2H; 7.85: d, 2H; 8.05: s, IH; 

8.35: m, IH. 

The synthesis is described in Scheme 1. 
Example 77 : N-{4-[5,5-dimethyI-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imida2olidin- 
1 -ylmethy l]pyrid-2-yl } -3 -pyrrolidin- 1 -y Ipropionamide 
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MS (LC-MS): 535.19, Retention time: 1.52 min. 

NMR: 1.40: s, 6H; 1.8: m, 2H; 2.0: m, 2H; 2.85: m, 2H; 3.0: m, 2H; 3.4: m, 2H; 3.5: 
m, 2H; 4.65: s, 2H; 7.2: m, IH; 7.65: d, 2H; 7.85: d, 2H; 8.15: s, IH; 8.40: m, IH. 
5 The synthesis is described in Scheme 1 . 

Example 78 : 5,5-dimethyl-l-{2-[3-(4— methylpiperazin-l-yl)propylamino]pyrid-4-ylmethyl}- 
3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 550.23, Retention time: 1.52 min. 
10 NMR: 1.40: s, 6H; 2.6 to 3.5: m, 14H; 2.75: s, 3H; 4.65: s, 2H; 6.85: m, IH; 6.95: m, 

IH; 7.65: d, 2H; 7.9: m, 3H. 

The synthesis is described in Scheme 1 . 
Example 79 : 5 ,5 -d imethy 1- 1 - { 2-[3 -(4-ethy Ipiperazin- 1 -yl)propy lamino]pyrid-4-y Imethy I } -3 - 
(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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The synthesis is described in Scheme 1 . 
Example 80 : l-[2-(3-methoxyphenylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 




MS (LC-MS): 516.14, Retention time: 1.90 min. 

NMR: 1.40: s, 6H; 3.7: s, 3H; 4.65: s, 2H; 6.6: m, IH; 6.9: m, 2H; 7.15: m, IH; 7.2: 
m, IH; 7.25: m, IH; 7.65: d, 2H; 7.85: d, 2H; 8.05: s, IH. 

The synthesis is described in Scheme 1 , 
10 Example 81 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imideizolidin- 
1 -y Imethy 1] pyrid-2-y 1} -3 -(4— ethylpiperazin- 1 -y l)propionamide 
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MS (LC-MS): 516.14, Retention time: 1.90 min. 

NMR: 1.15: t, 3H; 1.40: s, 6H; 2.5 to 3.7: m, 14H; 4.65: s, 2H; 7.15: m, IH; 7.65: d, 
2H; 7.85: d, 2H; 8.15: s, IH; 8.25: m, IH. 

The synthesis is described in Scheme 1 . 
5 Example 82 : 5,5-dimethyl- 1 -[2-(3-methyl-2-oxopyrrolidin- 1 -yl)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione; compound with trifluoroacetic acid 




MS (LC-MS): 492.14; Retention time: 2.23 min. 

NMR: 1.15: d, 3H; 1.40: s, 6H; 1.60: m, IH; 2.30: m, IH; 2.70: m, IH; 3.80: m, IH; 
10 4.0: m, IH; 4.65: s, 2H; 7.15: m, IH; 7.65: d, 2H; 7.85: d, 2H; 8.35: m, 2H. 
The synthesis is described in Scheme 1. 
Example 83 




MS (LC-MS): 495.19; Retention time: 1.43 min. 
1 5 The synthesis is described in Scheme 1 . 

Example 84: 5,5-dimethyl-l-[2-(4-pyrid-2-ylpiperazin-l-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione; compowid with trifluoroacetic acid 
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MS (LC-MS): 556.19; Retention time: 1.56 min. 

The synthesis is described in Scheme 1. 
Example 85 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
l-ylmethyl]pyrid-2-yl}-3-piperid-l-ylpropionamide; compound with trifluoroacetic acid 



MS (LC-MS): 549.22; Retention time: 1.62 min. 

NMR: 1.45: s, 6H; L55: m, 3H; 1.80: m, 2H; 2.80: m, 4H; 3.3 to 3.5: m, 7H; 4.65: s, 
2H; 7.15: m, IH; 7.65: d, 2H; 7.85: m, 2H; 8.15: m, IH; 8.3: m, IH; 9.0: m, IH. 

The synthesis is described in Scheme 1 . 
Example 86 : l-[2-(3-imidazol-l-ylpropylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione; compound with trifluoroacetic acid 





MS (LC-MS): 518,17; Retention time: 1.57 min. 
The synthesis is described in Scheme 1 . 
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Example 87 : l-[2-(4--€thylpyrid-2--ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 



MS (LC-MS): 515.16; Retention time: 1.85 min. 

NMR: L15: t, 3H; 1.45: s, 6H; 2.7: q, 2H; 4.75: s, 2H; 7.1: broad s, 2H; 7.3: broad 
2HM; 7.65: d, 2H; 7.85: d, 2H; 8.25: s, IH; 8.45: s, IH. 

The synthesis is described in Scheme 1 . 
Example 88 : 1 -[2-(6-ethylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 



MS (LC-MS): 515.16; Retention time: 1.95 min. 

NMR: 1.15: t, 3H; 1.45: s, 6H; 2.7: q, 2H; 4.75: s, 2H; 7.1: broad s, 2H; 7.3: broad 
2HM; 7.65: d, 2H; 7.85: d, 2H; 8.25: s, IH; 8.45: s, IH. 

The synthesis is described in Scheme 1 . 
Example 89 : 5,5-dimethyl-l-[2-(quinolin-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethyIsulfanylphenyl)imidazolidine-2,4-dione 




F 




F 
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MS (LC-MS): 537.14; Retention time: 1.95 min. 

NMR: 1.45: s, 6H; 4.75: s, 2H; 7.4 to 7.6: m, 6H; 7.65: d, 2H; 7.85: d, 2H; 8.00: 
broad s, IH; 8.50: broad s, 2H. 

The synthesis is described in Scheme 1. 
Example 90 : 5,5-dimethyl- 1 -[2-(4— methylpyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 



MS (LC-MS): 501.14; Retention time: 1.80 min. 

NMR: 1.45: s, 6H; 2.4: s, 3H; 4.75: s, 2H; 7.1: m, 2H; 7.25: m, 2H; 7.65: d, 2H; 7.85 
d, 2H; 8.20: broad s, IH; 8.45: broad s, IH. 

The synthesis is described in Scheme 1. 
Example 91 : 5,5-dimethyH-[2-(6-methylpyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




F 
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MS (LC-MS): 501.14; Retention time: 1.85 min. 

NMR: 1.45: s, 6H; 2,55: s, 3H; 4.75: s, 2H; 7.1: m, IH; 7.25: m, 2H; 7.4: s, IH; 7.65 
d, 2H; 7.85: m, 3H; 8.45: broad s, IH. 

The synthesis is described in Scheme 1. 
Example 92 : l-[2-(3,5-dichloropyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 



MS (LC-MS): 555.05; Retention time: 1.96 min. 

NMR: 1.45: s, 6H; 4.70: s, 2H; 7.1: m, IH; 7.20: m, IH; 7.65: d, 2H; 7.85: m, 3H; 
8.30: m, 3H. 

The synthesis is described in Scheme L 
Example 93 : l-[2-(4,6-dimethylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




F 
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MS (LC-MS): 515.16; Retention time: 2.00 min. 

NMR: 1.45: s; 2.35: s, 3H; 2.6: s, 3H; 6H; 4.75: s, 2H; 7.0: m, 2H; 7.35: m, 2H; 7.70: 
d, 2H; 7.9: d, 2H; 8.40: broad s, IH. 
5 The synthesis is described in Scheme 1 . 

Example 94 : 5,5-dimethyl-l-[2-(methylpyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 

% 

MS (LC-MS): 501.14; Retention time: 1.74 min. 
1 0 The synthesis is described in Scheme 1 . 

Example 95 : 5,5-dimethyl- 1 -[2-(pyrid-4-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 487,13; Retention time: 1.69 min. 

NMR: 1.45: s; 4.70: s, 2H; 7.15: m, IH; 7.25: m, IH; 7.65: d, 2H; 7.9: d, 2H; 8.10: 
broad s, 2H; 8.40: s, IH; 8.50: m, 2H. 

The synthesis is described in Scheme 1 . 
Example 96 : 5,5-dimethyl- l-[2-(pyrid-3-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 



MS (LC-MS): 487.13; Retention time: 1.69 min. 

NMR: 1.45: s; 4.60: s, 2H; 6.95: s, IH; 7.05: s, IH; 7.7: d, 2H; 7.8: m, IH; 7.85: d, 
2H; 8.25: s, IH; 8.35: s, IH; 8.45: m, IH; 9.4: s, IH. 

The synthesis is described in Scheme 1. 
Example 97 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
1 -ylmethy l]pyrid-2-y 1} -3-(2-oxoa2epan- 1 -yl)propionamide. 
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MS (LC-MS): 577.20; Retention time: 2.00 min. 

NMR: 1.45: s, 6H; 1.5: m, 4H; 1.55: m, 2H; 2.35: m, 2H; 2.6: m, 4H; 3.3 m, 2H; 
4.65: s, 2H; 7.15: s, IH; 7.65: d, 2H; 7.85: d, 2H; 8.1: s, IH; 8.35: s, IH. 

The synthesis is described in Scheme 1 . 
Example 98 : 3-(benzylmethylamino)-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethyisulfanylphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-yl} propionamide 




MS (LC-MS): 585.20, Retention time: 1.73 min. 

NMR: 1.45: s, 6H; 2.2: s, 3H; 2.95: m, 2H; 3.3: m, IH; 4.3: m, IH; 4.4: m, IH; 4.65: 
s, 2H; 7.2: s, IH; 7.45: m, 2H; 7.50: m, 2H; 7.65: d, 2H; 7.85: d, 2H; 8.1: m, IH; 8.3: m, IH. 

The synthesis is described in Scheme 1. 
Example 99 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
1 -y Imethy 1] pyrid-2-y 1 } -2-pyiTolidin- 1 -ylacetamide 
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MS (LC-MS): 521.17, Retention time: 1.68 min. 

NMR: 1.45: s, 6H; 1.85: m, 2H; 2.00: m, 2H; 3.1: m, 2H; 4.25: m, 2H; 4.7: s, 2H; 
7.25: m, IH; 7.65: d, 2H; 7,85: d, 2H; 8.1: broad s, IH; 8.3: s, IH. 

The synthesis is described in Scheme 1 . 
Example 100 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methy Isulfany lphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-yl} -2-(4-pyrid-2-ylpiperazin- 1 - 
yl)acetamide 




MS (LC-MS): 613.21, Retention time: 1.60 min. 

NMR: 1.45: s, 6H; 3.3: broad m, 4H; 4.35: broad m, 4H; 4.65: s, 2H; 6.7: m, IH; 6.9: 
m, IH; 7.25: s, IH; 7.65, m + d: 3H; 7.85: d, 2H; 8.15: m, 2H; 8.35: s, IH. 

The synthesis is described in Scheme 1 . 
Example 101 : 2-[(2-dimethylaminoethyl)methylammo]-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfany Ipheny l)imidazolidin- 1 -ylmethy l]pyrid-2-y 1 } acetamide 
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MS (LC-MS): 552.21, Retention time: 1.52 min. 

NMR: 1.45: s, 6H; 2.75: s, 6H; 4.65: s, 2H; 7.20: m, IH; 7.65: d, 2H; 7.85: d, 2H; 
8.15: s, IH; 8.30: m, IH. 

The synthesis is described in Scheme 1. 
Example 102 : 3-[(2-dimethylaminoethyl)methylamino]-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}propionamide 



MS (LC-MS): 566.23, Retention time: 1.37 min. 

NMR: 1.45: s, 6H; 2.75: s, 6H; 2.8 to 3.4: broad m, 8H; 7.20: m, IH; 7.65: d, 2H; 
7.85: d, 2H; 8.15: s, IH; 8.30: m, IH. 

The synthesis is described in Scheme 1 . 
Example 103 : 5,5-dimethyl- 1 -[2-(5-methylpyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 



F 
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MS (LC-MS): 501.14, Retention time: 1.83 min. 

NMR: 1.45: s, 6H; 2.3: s, 3H; 4.7: s, 2H; 7.3: m, 3H; 7.7: d, 2H; 7.9: d, 2H; 8.2: m, 
IH; 8.35: m, IH. 

The synthesis is described in Scheme 1. 
Example 104 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}-3,5-dimethoxybenzamide; 
compound with trifluoroacetic acid 




MS (LC-MS): 574.78, Retention time: 2.34 min. 

NMR: 1.45: s, 6H; 2.3: s, 3H; 4.7: s, 2H; 6.7: s, 2H; 7.2: m, 2H; 7.25: m, IH; 7.7: d, 
2H; 7.9: d, 2H; 8.2: m, IH; 8.3: m, IH. 

The synthesis is described in Scheme 1 . 
Example 105 : 2-(benzylmethylamino)-N-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethy Isulfany lphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-yl} acetamide; compound 
with trifluoroacetic acid 
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MS (LC-MS): 574.78, Retention time: 2.34 min. 

NMR: 1.45: 6H; 2.8: s, 4.0 to 4.4: m, 4H; 4.7: s, 2H; 7.2: m, IH; 7.4: m, 2H; 7.5: 
m, 2H; 7.7: d, 2H; 7.9: d, 2H; 8.1: m, IH; 8.3: m, IH. 
5 The synthesis is described in Scheme 1 . 

Example 106 : 5,5-dimethyl-l-[2-(pyrazin-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione; compound with trifluoroacetic acid 




MS (LC-MS): 488.12, Retention time: 1.63. 
10 NMR: 1.45: s, 6H; 4.7: s, 2H; 7.1: m, IH; 7.6: m, IH; 7.65: d, 2H; 7.9: d, 2H; 8.2: s, 

IH; 8.3: m, 2H; 9.0: s, IH. 

The synthesis is described in Scheme 1 . 
Example 107 : N- {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfany lphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-y 1 } -2-pheny Ibutyramide; compound 
1 5 with trifluoroacetic acid 
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o 



MS (LC-MS): 566.18, Retention time: 2.43. 

NMR: 0.7: t, 3H; 1.4: s, 6H; 1.7: m, IH; 2.05: m, IH; 4.6: s, 2H; 7.1: s, IH; 7.25: m, 
IH; 7.3: m, IH; 7.4: m, 2H; 7.65: d, 2H; 7.85: d, 2H; 8.15: s, IH; 8.25: m, IH. 

The synthesis is described in Scheme 1 . 
Example 108 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfanylpheny Oimidazolidin- 1 -y Imethy l]pyrid-2-y 1} -3 -(3-methylpiperid- 1 - 
yl)propionamide; compound with trifluoroacetic acid 




10 MS (LC-MS): 563.22, Retention time: 1.62. 

The synthesis is described in Scheme 1 . 
Example 109 : l-[2-(4-methoxyphenylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanyIphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 517.1; Retention time: 1.74. 

NMR: 1.4: s, 6H; 4.6: s, 2H; 6.85: broad s, IH; 7.0: m, IH; 7.4: m, 2H; 7.6: d, 2H; 
7.9: d, 2H; 8.95: s, IH. 

The synthesis is described in Scheme 1. 
Example 110 : 5,5-dimethyl- 1 -[2-(2-oxopyrrolidin- 1 -yI)pyrid-4-yImethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 



MS (LC-MS): 478.13; Retention time: 1.83. 

The synthesis is described in Scheme 1. 
Example 111 : {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imida2olidin- 
l-ylmethyl]pyrid-2-yl}-pyrazine-2-carboxamide; compound with trifluoroacetic acid 



F 




F 



O 




N 



MS (LC-MS): 516.12; Retention time: 2.42. 



FRAV2003/0002 US NP 



124 



NMR: 1.4: s, 6H; 4.7: s, 2H; 7.3: m, IH; 7.65: d, 2H; 7.95: d, 2H; 8.3: s, IH; 8.4: s, 
IH; 8.7: s, IH; 9.0: s, IH; 9.4: s, IH. 

The synthesis is described in Scheme 1. 
Example 112 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfanylphenyl)imidazolidin- 1 -y Imethy l]pyrid-2-yl } -2,2-dimethylpropionamide; 
compound with trifluoroacetic acid 



MS (LC-MS): 494.16; Retention time: 2.48. 

NMR: 1.2: s, 9H; 1.4: s, 6H; 4.7: s, 2H; 7.2: m, IH; 7.65: d, 2H; 7.90: d, 2H; 8.1: s, 
IH; 8.3: s, IH. 

The synthesis is described in Scheme 1 . 
Example 113 : {4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 
l-ylmethyl]pyrid-2-yl}-thiophene-2-carboxamide; compound with trifluoroacetic acid 



MS (LC-MS): 520.09; Retention time: 2.14. 

NMR: 1.4: s, 6H; 4.7: s, 2H; 7.2: m, 2H; 7.65: d, 2H; 7.8: m, 3H; 8.2: s, IH; 8.25: s, 
IH; 8.4: m, IH. 

The synthesis is described in Scheme 1 . 




o 
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Example 114 : N-{4-[5j,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfanylphenyl)imida2oIidin- 1 -ylmethyl]pyrid-2-yl } -4-methylbenzamide; compound 
with trifluoroacetic acid 




o 

F 



5 MS (LC-MS): 528.16; Retention time: 2.23. 

NMR: L4: s, 6H; 4.7: s, 2H; 7.2: m, IH; 7.3: d, 2H; 7.7: d, 2H; 7.85: d, 2H; 7.95: d, 2H; 8.2: 
s, IH; 8.3: s, IH. 

The synthesis is described in Scheme 1 . 
Example 115 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 
1 0 methylsulfanylphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-yl} -3-(3,5-dimethylpiperid- 1 - 
yl)propionamide; compound with trifluoroacetic acid 




MS (LC-MS): 577.23; Retention time: 1.72. 

The synthesis is described in Scheme 1 . 
15 Example 1 16 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfanylphenyl)imida2olidin- 1 -ylmethyl]pyrid-2-yl} -3-(4-pyrid-2-ylpiperazin- 1 - 
yl)propionamide; compound with trifluoroacetic acid 
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MS (LC-MS): 627.22; Retention time: 1 .50. 

NMR: 1.4: s, 6H; 2.9: m, 2H; 3.1: m, 2H; 3.4: m, 2H; 3.6: m, 2H; 4.4: m, 2H; 4.65: s, 
2H; 6.7: m, IH; 6.95: d, IH; 7.2: m, IH; 7.7: d, 2H; 7.9: d, 2H; 8.15: m, 2H; 8.3: m, IH. 

The synthesis is described in Scheme 1. 
Example 117 : 5,5-dimethyl- 1 -[2-(5-trifluoromethylpyrid-2-ylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 



MS (LC-MS): 555.51; Retention time: 1.78. 
The synthesis is described in Scheme 1 . 
Example 118 : N-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 

methylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}-3-methoxybenzamide; compound 
with trifluoroacetic acid 



F 




F 
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MS (LC-MS): 544.14; Retention time: 2.15. 

The synthesis is described in Scheme 1 . 
Example 119 : l-(3,5-dichlorophenyl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethy Isulfany Ipheny l)imidazolidin- 1 -y lmethyl]pyrid-2-yl} urea 




CI 

MS (LC-MS): 597.06; Retention time: 2.15 min. 
The synthesis is described in Scheme 2. 
Example 120 : Methyl 3-(3-{4-[5,5-dimethyl-2,4.dioxo-3-(4- 

trifluoromethy Isulfany Ipheny Oimidazolidin- 1 -ylmethy l]pyrid-2-yl } thioureido)benzoate 




MS (LC-MS): 603.12; Retention time: 2.81 min. 

The synthesis is described in Scheme 2. 
Example 121 : l-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidin- 1 -ylmethy l]pyrid-2-yl} -3-phenyIurea 
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MS (LC-MS): 529.14; Retention time: 2.33 min. 

NMR: 1.50: s, 6H; 4.65: s, IH; 7.0: m, 2H; 7.30: m, 2H; 7.5: m, 3H; 7.65: d, 2H; 
7.85: d, 2H; 8.25: d, IH; 9.4: s, IH. 

The synthesis is described in Scheme 2. 
Example 122 : l-(2,4-dichlorophenyl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-yl} urea 

O 



N N 

CI 

MS (LC-MS): 597.06; Retention time: 3.00 min. 

The synthesis is described in Scheme 2. 
Example 123 : l-(3-chlorophenyl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}thiourea 



o 



J 



CI 

MS (LC-MS): 579.08; Retention time: 3.05 min. 
The synthesis is described in Scheme 2. 
Example 124 : Methyl 2-(3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 

trifluoromethy Isulfany lphenyl)imidazolidin- 1 -y Imethy l]pyrid-2-y 1 } thioureido)benzoate 
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MS (LC-MS): 603.12; Retention time: 2.85 min. 

The synthesis is described in Scheme 2. 
Example 125 : 3,5-diacetoxy-2-acetoxymethyl-6-(3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
5 trifluoromethylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}thioureido)tetrahydro- 
pyran-4-yl acetate 



MS (LC-MS): 799. 1 8, Retention time: 2.60 min. 
The synthesis is described in Scheme 2. 
1 0 Example 126 : 1 -(4-dimethylaminophenyl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}thiourea 



MS (LC-MS): 588.16; Retention time: 1.99. 

NMR: 1.4: s, 6H; 2.9: s, 6H; 4.7: s, 2H; 6.7: d, 2H; 7.1: m, IH; 7.25: s, IH; 7.4: d. 




o 



F 




o 



F 



15 2H; 7.7: d, 2H; 7.9: d, 2H; 8.25: m, IH. 

The synthesis is described in Scheme 2. 
Example 127 : l-(2,4-dimethoxyphenyl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethy Isulfany Ipheny l)imidazolidin- 1 -ylmethyl]pyrid-2-yl } urea 
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MS (LC-MS): 589.60; Retention time: 1.98. 
The synthesis is described in Scheme 2. 
Example 128 : 3-(3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
5 trifluoromethylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}thioiireido)benzoic acid 



MS (LC-MS): 589.1 1; Retention time: 2.30. 
The synthesis is described in Scheme 2. 
Example 129 : l-{4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluorometh- 
1 0 ylsulfanylphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-y 1} -3 -(2-methoxyphenyl)urea 




N 




O 




MS (LC-MS): 559.15; Retention time: 1.88. 
The synthesis is described in Scheme 2. 
Example 130 : l-(2-aminopyrid-4-ylmethyl)-5,5-dimethyl-3-(4- 
1 5 trifluoromethylsuIfanylphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 410.10; Retention time: 1.57. 

NMR: 1.4: s, 6H; 4.6: s, 2H; 6.9: d, IH; 7.0: s, IH; 7.7: d, 2H; 7.85: d, 2H; 7.95: d, 
IH; 8.0: broad s, IH. 

The synthesis is described in Scheme 2. 
Example 131 : l-(2,6-dichloropyrid-4-yl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imida-zolidin- 1 -ylmethyl]pyrid-2-yl} urea 



MS (LC-MS): 599.42; Retention time: 2.73 min. 

NMR: 1.40, s, 6H; 4.65 s, 2H; 7.15: m, IH; 7.65: d, 2H; 7.85: d, 2H; 8.15: s, IH; 
8.25: m, IH. 

The synthesis is described in Scheme 2. 
Example 132 : 1 -(2,6-dichlorophenyl)-3-{4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidin- 1 -ylmethy l]pyrid-2-yl} urea 




N 





MS (LC-MS): 597.06; Retention time: 2.44 min. 

The synthesis is described in Scheme 2. 
Example 133 : 1 -(2,3 -dichlorophenyl)-3 - {4-[5,5 -dimethyl-2,4-dioxo-3 -(4- 
trifluoromethylsulfanylphenyl)imidazolidin- 1 -ylmethy l]pyrid-2-yl } urea 
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MS (LC-MS): 597.06; Retention time: 2.08 min. 

The synthesis is described in Scheme 2. 
Example 134 : 1- {4-[5,5-dunethyl-2,4-dioxo-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidin-l-ylmethyl]pyrid-2-yl}-3-pyrid-3-ylthiourea 



o 



N 



MS (LC-MS): 546.1 1; Retention time: 1.89 min. 

The synthesis is described in Scheme 2. 
Example 135 : l-[2-chloro-6-(4-methylthiazol-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3- 
(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 

O F 




II 

Cr N 

MS (LC-MS): 541.06; Retention time: 2.49 min. 
The synthesis is described in Scheme 3. 
Example 136 : N-{6-chloro-4-[5,5-dimethyl-2,4-dioxo-3-(4- 

trifluoromethylsulfanylphenyl)imidazolidin- 1 -ylmethyl]pyrid-2-yl} -2-phenylbutyramide 
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MS (LC-MS): 541.06; Retention time: 2.49 min. 
The synthesis is described in Scheme 3. 
Example 137 : N-{6-acetylamino-4-[5,5-dimethyl-2,4-dioxo-3-(4- 
5 trifluoromethy Isulfany Ipheny I)imidazolidin- 1 -ylmethyl]pyrid-2-y 1} acetamide 




MS (LC-MS): 509.13; Retention time: 1.73 min. 
The synthesis is described in Scheme 3. 
Example 138 : l-[2-chloro-6-(4-methylpyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
1 0 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




j6 

MS (LC-MS): 535.1 1; Retention time: 1.90 min. 
The synthesis is described in Scheme 3. 
Example 139 : l-[256-bis(3-methoxyphenylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
1 5 trifluoromethoxyphenyl)imida-zolidine-2,4-dione; compound with trifluoroacetic acid 
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MS (LC-MS): 621.22; Retention time: 1.95 min. 

The synthesis is described in Scheme 3, 
Example 140 : l-[2,6-bis(2,4-dimethoxyphenylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; compound with trifluoroacetic acid 




MS (LC-MS): 681.24; Retention time: 1.83 min. 

The synthesis is described in Scheme 3. 
Example 141 : l-[2,6-bis(4-methoxyphenylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethoxyphenyl)imida-zolidine-2,4-dione; compound with trifluoroacetic acid 




MS (LC-MS): 621.22; Retention time: L63 min. 
The synthesis is described in Scheme 3. 
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Example 142 : N-{4-[5.S-dimethyl-2.4-dioxo-3-(4-trifluoroinethoxyphenyl)imidazolidin-1 - 
ylmethyl]-6-estobutyrylaminopyrid-2-yl}isobutyramide; compound with trifluoroacetic acid 




F 



MS (LC-MS): 549.22; Retention time: 1.83 min. 

The synthesis is described in Scheme 3. 
Example 143 : 1 -[2-chloro-6-(pyrid-4-y lamino)pyrid-4-ylmethy 1] -5 , 5 -dimethy 1-3 -(4- 
trifluoromethoxyphenyl)imida-2olidine-2,4-dione; compound with trifluoroacetic acid 




MS (LC-MS): 563.19; Retention time: 2.61 min. 

The synthesis is described in Scheme 3. 
Example 144 : l-[2-chloro-6-(pyrid-4-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 




MS (LC-MS): 521,09; Retention time: 1.91 min. 
The synthesis is described in Scheme 3. 
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Example 145 : N-{6-chloro-4-[5,5-diinethyl-2,4-dioxo-3-(4- 

trifluoromethy lsulfanylphenyl)imidazolidin- 1 -ylmethy l]pyridin-2-y 1 } propionamide 



O 




MS (LC-MS): 500.09; Retention time: 2.46. 

The synthesis is described in Scheme 3. 
Example 146 : N-{6-chloro-4-[5,5-dimethyl-2,4-dioxo-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidin- 1 -ylmethyI]pyrid-2-y 1 } acetamide 




MS (LC-MS): 486.90; Retention time: 2.15. 

The synthesis is described in Scheme 3. 
Example 147 : 1 -[2-chloro-6-(pyrid-3-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethoxyphenyl)imida-zolidine-2,4-dione; compound with trifluoroacetic acid 




o 



MS (LC-MS): 505,1 1; Retention time: 2.27. 
The synthesis is described in Scheme 3. 
Example 148 : {6-chloro-4-[5,5-dimethyl-2,4-dioxo-3-(4- 

trifluoromethy Isulfany lphenyl)unidazolidin- 1 -ylmethy l]pyrid-2-yl } cyclopropanecarboxamide 
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MS (LC-MS): 512.09; Retention time: 2.32. 
The synthesis is described in Scheme 3. 
Example 149 : N- {6-chloro-4-[5,5-dimethyl-2,4-dioxo-3-(4- 
5 trifluoromethylsulfanylpheny l)imidazolidin- 1 -ylmethyl]pyrid-2-yl} isobutyramide 




MS (LC-MS): 5 14. 11; Retention time: 1.63. 
The synthesis is described in Scheme 3. 
Example 150 : l-[2,6-bis(pyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
1 0 trifluoromethoxyphenyl)imidazolidine-2,4-dione; compound with trifluoroacetic acid 




MS (LC-MS): 563.15; Retention time: 1.70 min. 
The synthesis is described in Scheme 3. 
Example 151 : 1 -[2-chIoro-6-(pyrid-2-ylamino)pyrid-4-ylmethyl]-5,5-dimethyl-3-(4- 
1 5 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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o 




MS (LC-MS): 521.09; Retention time: 1.78 min. 

The synthesis is described in Scheme 3. 
Example 152 : 5,5-dimethyl-l-(5-phenyl[l,2,4]oxadiazol-3-ylmethyl)-3-(4. 
trifluoromethylsulfanylphenyI)imidazolidine-2,4-dione 




F^S 
F 

MS (LC-MS): 462.10; Retention time: 2.77 min. 

The synthesis is described in Scheme 4. 
Example 153 : l-(2-imidazoH-ylethyl)-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




F^S 

■ F 

MS (LC-MS): 398.10; Retention time: 1.49 min. 

The synthesis is described in Scheme 4. 
Example 154 : 1 -[2-(4-chlorophenyl)oxazol-5-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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N 



CI 



F 



MS (LC-MS): 495.06; Retention time: 2.99 min. 

The synthesis is described in Scheme 4. 
Example 155 : Preparation of l-isoquinolin-5-yl-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-254-dione 

500 mg (2.4 mmol) of 2-(isoquinolin-5-ylamino)-2-methylpropionitrile5 1.6 mg 
(0.013 mmol) of benzoic acid and 526 mg (2.4 mmol) of 4-(trifluoromethylthio)phenyl 
isocyanate in 4 ml of chlorobenzene were refluxed for 2 days. The resulting mixture was 
filtered and the filtrate was evaporated to dryness. The intermediate imine was separated out 
by preparative HPLC chromatography (RP 18, acetonitrile, water, 0.01 % TFA). 60 mg of 
the resulting product were stirred for 1 hour at 40°C with IN hydrochloric acid. The solvent 
was evaporated off and the residue was taken up in sodium hydrogen carbonate solution and 
extracted with ethyl acetate. The combined organic phases were dried and the residue 
remaining after evaporation was purified by flash chromatography (SiOi, methylene 
chloride/methanol = 98/2), to give 38 mg of the desired product. 

M+ir = 432. 

LC/MS Retention time = 1 .245. 
Example 156 : 5,5-dimethyl- 1 -(5~phenyloxazol-4-ylmethyl)-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




F 



MS (LC-MS): 461.10, Retention time: 2.63 min. 
The synthesis is described in Scheme 4. 
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Example 157 : 5, 5 -dimethyl- 1 -( l-methylpiperid-3-ylmethyl)-3-(4- 
trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 




F 

MS (LC-MS): 415.15; Retention time: 1.63. 

The synthesis is described in Scheme 4. 
Example 158 : 5 ,5 -dimethyl- 1 -( 1 -methy lpiperid-3 -y Imethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 499.18; Retention time: 1,39. 

The synthesis is described in Scheme 4. 
Example 159 : 1 -[2-(4-chlorophenyl)thiazol-4-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imida-zolidine-2,4-dione 

F S 
F 

MS (LC-MS): 511.04; Retention time: 3.12. 

The synthesis is described in Scheme 4. 
Example 160 : 5,5-dimethyl- 1 -( 1-methy 1- 1 H-imidazol-2-ylmethyl)-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 398.10; Retention time: 1.53. 
The synthesis is described in Scheme 4. 
Example 161 : l-(7-methoxy-2-oxo-2H-chromen-4-yhnethyl)-5,5-dimethyI-3-(4- 
5 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 492.48; Retention time: 1.84. 
The synthesis is described in Scheme 4. 
Example 162 : 5,5-dimethyl- 1 -(5-methylestoxazol-3-yhnethy l)-3 -(4- 
1 0 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 500.09; Retention time: 2.52. 
The synthesis is described in Scheme 4. 
Example 163 : 1 -[5-(4-methoxyphenyl)[ 1 ,2,4]oxadiazol-3-ylmethyl]-5,5-dimethyl-3-(4- 
15 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 492.1 1; Retention time: 1.87. 

The synthesis is described in Scheme 4. 
Example 164 : l-[5-(4-methoxyphenyl)[l,2,4]oxadiazol-3-ylmethyl]-5,5-dimethyl-3-(4- 
trifluoromethoxyphenyl)imida-zolidine-2,4-dione 




MS (LC-MS): 476.13; Retention time: 2.03. 
The synthesis is described in Scheme 4. 
Example 165 : Methyl 5-[5,5-dimethyl-2,4-dioxo-3-(4-tri- 
1 0 fluoromethylsulfanylphenyl)imidazolidin- 1 -ylmethyl]-furan-2-carboxylate 



_:kjxc 




MS (LC-MS): 442.42; Retention time: 1.74. 
The synthesis is described in Scheme 4. 
Example 166 : 1 -( 1 -benzyl- 1 H-imidazol-2-ylmethyl)-5,5-dimethyl-3-(4- 
1 5 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 474.13; Retention time: 2.02. 

The synthesis is described in Scheme 4. 
Example 167 : 1 -(4-dimethylaminopyrimidin-2-ylmethyl)-5,5-dimethyl-3-(4- 
trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 439.46; Retention time: 1 .9 1 . 
The synthesis is described in Scheme 4. 
Example 168 : l-[l-(4-methoxyben2yl)-lH-imidazol-2-ylmethyl]-5,5-dimethyI-3-(4- 
1 0 trifluoromethylsulfanylphenyl)imida2olidine-2,4-dione 

M 




F 

MS (LC-MS): 504.14; Retention time: 2.24. 
The synthesis is described in Scheme 4. 
Example 169 : 5,5-dimethyl- 1 -[2-( l-methylpyr^oIidin-2-yl)--ethyl]-3-(4- 
1 5 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 
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MS (LC-MS): 415.15; Retention time: 1.66 min. 
The synthesis is described in Scheme 4. 
Example 170 : 5,5-dimethyl- 1 -(2-morpholin-4-ylethyl)-3-(4- 
5 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 417.13; Retention time: 1.62 min. 
The synthesis is described in Scheme 4. 
Example 171 : l-[5-(2-methoxyphenyl)[l,2,4]oxadiazol-3-ylmethyl]-5,5-dimethyl-3-(4- 
1 0 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 492. 11; Retention time: 2.67 min. 
The synthesis is described in Scheme 4. 
Example 172 : 5,5-dimethyl- 1 -(5— methylestoxazol-3-ylmethyl)-3-(4- 
1 5 trifluoromethoxyphenyl)imidazolidine-2,4-dione 
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P 



MS (LC-MS): 383.33; Retention time: 1.95 min. 
The synthesis is described in Scheme 4. 



Example 173 : 1 -(5-tert-butyl[ 1 ,2,4]oxadiazol-3-ylmethyl)-5,5-dimethyl-3-(4- 
5 trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




F 



MS (LC-MS): 442.16; Retention time: 2.64 min. 

The synthesis is described in Scheme 4. 
Example 174 : 4-[555-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin-l- 
1 0 ylmethyl]pyridine-2-carboxylic acid 4— methylbenzylamide; compound with trifluoroacetic 
acid 



MS (LC-MS): 542.16; Retention time: 2.80 min. 
The synthesis is described in Scheme 5. 
1 5 Example 175 : 4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imida2olidin-l- 
ylmethyl]pyridine-2-carboxylic acid (2-p-tolylethyl)amide 
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MS (LC-MS): 556.18; Retention time: 2.31. 

The synthesis is described in Scheme 5. 
Example 176 : 4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imida2olidin-l- 
ylmethyl]p3^idine-2-carboxylic acid 3,4-dimethoxybenzylamide 




MS (LC-MS): 588.16; Retention time: 1.58. 

The synthesis is described in Scheme 5. 
Example 177 : 4-[5,5-dimethyl-2,4-dioxo-3-(4-trifluoromethylsulfanylphenyl)imidazolidin- 1 - 
ylmethyl]pyridine-2-carboxylic acid benzylamide 




MS (LC-MS): 528.14; Retention time: 1.77. 

The synthesis is described in Scheme 5. 
Example 178 : 5,5-dimethyl-l-[2-(4-oxo-2-thioxo-l,4-dihydro-2H-quinazolin-3-yl)pyrid-4- 
ylmethyl]-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione 




MS (LC-MS): 571.10; Retention time: 2.3. 
The synthesis is described in Scheme 6 

The two reaction schemes below describe the synthesis of compound of formula I 
according to the present invention, especially among the products of Examples 178 to 200 
20 below. 



FRAV2003/0002 US NP 



Scheme 1 




5 Bis(4-amino-2-chlorophenvn disulfide 

76.8 g (0.4 mol) of l,2-dichloro-4-nitrobenzene, suspended in 120 ml of water, were 
heated to 90^*0 and treated with a solution of 62.4 g (0.8 mol) of sodium sulfide and 12.8 g 
(0.4 mol) of sulfur in 200 ml of water. 

After refluxing the mixture for 5 hours, 6 g of carbon dioxide were bubbled through 
1 0 the solution, followed by a regular stream of air. The pH was adjusted to 5.5, the mixture was 
cooled to room temperature and the resulting precipitate was collected by filtration. 

The crude material was recrystallized from isopropanol to give 45 g (71%) of the 
desired product. 

M+lT = 318. 
1 5 LC/MS retention time = 1 .526. 

Bisr(2-chloro-4-f4.4-dimethvl-2,5-dioxo-3-pvrid-4-vlmethvlimidazolidin>l-vniphenvl 
disulfide 

A solution of 13.7 g (69.5 mmol) of diphosgene in 100 ml of toluene was cooled to - 
20'*C and treated with a solution of 5.0 g (15.8 mmol) of bis(4-amino-2-chlorophenyl) 
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disulfide. The resulting mixture was stirred for 30 minutes at room temperature, refluxed for 
1 hour and then evaporated to dryness. 

2.53 g (about 6.86 mmol) of this material were dissolved in THF and treated with 
2.0 g (9.5 mmol) of methyl 2-methyl-2-[(pyrid-4-yImethyl)amino]propionate. The mixture 
5 was stirred for 3 hours at room temperature and evaporated to dryness, and the resulting solid 
was purified by flash chromatography (Si02, methylene chloride: methanol = 97:3) to give 
1.8 g (37%) of the desired product. 

M+lT = 722. 

LC/MS retention time =1.176. 

1 0 Example 179 : Preparation of 3-(4-tert-butylsulfanyl-3-chlorophenyl)-5,5-dimethyl- 1 -pyrid-4- 
ylmethylimidazolidine-2,4-dione trifluoroacetate 

200 mg (0,28 mol) of bis[(2-chloro-4-(4,4-dimethyl-2,5-dioxo-3-pyrid-4-yl- 
methylimidazolidin-l-yl)]phenyl disulfide were dissolved in 10 ml of methanol and treated 
with 22 mg (0.56 mmol) of sodiimi borohydride. After stirring for 30 minutes at room 

15 temperature, the mixture was evaporated to diyness. The residue was dissolved in 10 ml of 
sulfiiric acid (75%) and added to 20 ml of sulfiiric acid (75%) saturated with isobutylene. The 
mixture was stirred for 20 minutes at room temperature and then added cautiously to a cooled 
solution of sodium hydroxide in water. The alkaline aqueous phase was extracted three times 
with ethyl acetate, the combined organic phases were dried with sodium sulfate and the 

20 material remaining after evaporation was filtered off on silica gel (methylene 

chloride/methanol = 95/5). The resulting crude product was purified by preparative HPLC 
chromatography (RP 18, acetonitrile, water, 0.01% TFA) to give 120 mg (81%) of the desired 
product. 

M+ir = 418. 

25 LC/MS retention time = 1 .249. 

General procedure 1 A : Preparation of 3-(3-chloro-4-alkvlsulfanvlphenvlV5,5-dimethvl-l- 
pvrid-4-vlmethvlimidazolidine-2,4-diones 

445 mg (0.62 mol) of bis[(2-chloro-4-(4,4-dimethyl-2,5-dioxo-3-pyrid-4-yl- 
methylimidazolidin-l-yl)]phenyl disulfide were dissolved in 15 ml of methanol and treated 

30 with 49 mg (1.24 mmol) of sodium borohydride. After stirring for 30 minutes at room 

temperature, 1.24 mmol of the respective alkyl halide were added and the resulting mixture 
was refluxed for 1 hour. The solvent was removed by evaporation and the remaining crude 
materials were purified by preparative HPLC chromatography (RP 18, acetonitrile, water, 
0.01% TFA). 
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Example 180 : Preparation of 3-(3-chloro-4-isopropylsulfanylphenyl)-5,5-dimethyI-l-pyrid-4- 
ylmethylimidazolidine-2,4-dione 

Synthesis according to the general procedure 1 A. 

M+ir = 404. 
5 LC/MS retention time = 1 . 1 96. 

Example 181 : Preparation of 3-(3-chloro-4-isobutylsulfanylphenyl)-5,5-dimethyl- 1 -pyrid-4- 
ylmethylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 1 A. 

M+ir = 418. 
1 0 LC/MS retention time = 1 .272. 

Example 182 : Preparation of 3-(3-chloro-4-methylsulfanylphenyl)-5,5-dimethyl-l-pyrid-4- 
ylmethylimidazolidine-2,4-dione 

Prepared according to the general procedure 1 A. 

M+Hr = 376. 
1 5 LC/MS retention time = 1 .054. 

Example 183 : Preparation of 3-[3-chloro-4-(3-methoxypropylsulfanyl)phenyl]-5,5-dimethyl- 
1 -pyrid-4-ylmethylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 1 A. 

M+fT = 434. 
20 LC/MS retention time = 1 .096. 

Example 184 : Preparation of 3-[3-chloro-4-(2-morpholin-4-ylethylsulfanyl)phenyl]-5,5- 
dimethyl- 1 -pyrid-4-ylmethylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 1 A. 

M+lT = 475. 
25 LC/MS retention time = 0.792 

Example 185 : Preparation of 3-{3-chloro-4-[2-(l-methylpyrrolidin-2- 
yl)ethylsulfanyl]phenyl} -5,5-dimethyl- 1 -pyrid-4-ylmethylimida2olidine-2,4-dione 
trifluoroacetate 

Prepared according to the general procedure 1 A. 
30 M+H^ = 473. 

LC/MS retention time = 0.865. 
Example 186 : Preparation of 3-{3-chloro-4-[3-(4-methylpiperazin-l-yl)propylsulfanyl]- 
phenyl}-5,5-dimethyl- 1 -pyrid-4-ylmethylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 1 A. 
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M+ir = 502. 

LC/MS retention time = 0.795. 
Example 187 : Preparation of 3-[3-chloro-4-(3-hydroxypropylsulfanyl)phenyl]-5,5-dimethyl- 
1 -pyrid-4-ylmethylimidazolidine-2,4-dione trifluoroacetate 
5 Prepared according to the general procedure 1 A. 

M+lT = 420. 

LC/MS retention time = 0.968. 
Example 188 : Preparation of 3-[3-chloro-4-(2-hydroxyethylsulfanyl)phenyl]-5,5-dimethyl-l- 
pyrid-4-ylmethylimidazolidine-2,4-dione trifluoroacetate 
1 0 Prepared according to the general procedure 1 A. 

M+lT = 406. 

LC/MS retention time = 0.921. 
Example 189 : Preparation of [2-chloro-4-(4,4-dimethyl-2,5-dioxo-3-pyrid-4-ylmethyl- 
imidazolidin- 1 -yl)phenylsulfanyl]acetonitrile trifluoroacetate 
1 5 Prepared according to the general procedure 1 A. 

M+ir = 401. 

LC/MS retention time = 0.999. 
3"nitro-4-trifluoromethoxy aniline 

20 g (1 12,9 mmol) of 4-trifluoromethoxyaniline were dissolved in 50 ml of 
20 concentrated sulfuric acid at a temperature of 0 to 5°C, treated with 30 ml of a 4/1 mixture of 
sulfuric acid and nitric acid. The mixture was stirred for 5 hours at 0°C and then poured into 
an ice-cold water mixture and made alkaline with 200 ml of concentrated aqueous ammonia 
solution. Extraction with EE, drying with sodium sulfate, evaporation to dryness and 
recrystallization from ethyl acetate/heptane gave 15.5 g (63%) of the desired product. 
25 M+ir = 223. 

LC/MS retention time = 1.378. 
Example 190: Preparation of trifluoroacetic acid; 5,5-dimethyl-3-(3-nitro-4-trifluoro- 
methoxyphenyl)- 1 -pyrid-4-ylmethylimidazolidine-2,4-dione 

2.27 g (1 1 .5 mmol) of diphosgene in 1,2-dichloroethane were added at -20°C to 1.0 g 
30 (4,5 mmol) of 3-nitro-4-trifluoromethoxyaniline, dissolved in 20 ml of 1,2-dichloroethane. 
The mixture was stirred for 1 hour while warming to room temperature and was then heated 
at 50°C for 2 hours. After leaving to stand overnight, the solvent was evaporated off and the 
residue was taken up in dry THF and treated with 937 mg (4.5 mmol) of methyl 2-methyl-2- 
[(pyrid-4-ylmethyl)amino]propionate. The mixture was stirred for 2 hours at room 
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temperature and for 1 hour at 40^C, and then evaporated to dryness and the remaining residue 
was purified (RP 18, acetonitrile, water, 0.01% TFA) to give 1.15 g (61%) of the desired 
product. 

M+ir = 425. 
5 LC/MS retention time = 1 .324. 

Example 191 : Preparation of 3-(3-amino-4-trifluoro-methoxyphenyl)-5,5-dimethyl-l-pyrid- 
4-ylmethylimidazolidine-2,4-dione 

9.63 g (22.7 mmol) of 5,5-dimethyl-3-(3-nitro-4-trifluoromethoxyphenyl)-l-pyrid-4- 
ylmethylimidazolidine-2,4-dione trifluoroacetate were dissolved in semi-concentrated 
10 hydrochloric acid, heated to reflux and treated with 30 g of zinc powder. After 1 .5 hours, the 
mixture was cooled, filtered and extracted twice with methyl tert-butyl ether. The aqueous 
phase was made alkaline with 6 N sodium hydroxide and extracted with methyl tert-butyl 
ether, and the combined organic phases were dried over sodium sulfate. Evaporation of the 
solvent gave 5.0 g (56%) of the desired product. 
15 M+H' = 395. 

LC/MS retention time = 0.948. 
Example 192 : Preparation of 5,5-dimethyl-l-pyrid-4-ylmethyl-3-[4-(2,2,2- 
trifluoroethoxy)phenyl]imidazolidine-2,4-dione 

688 mg (3.6 mmol) of 2,2,2-trifluoroethoxyaniline in 30 ml of methylene chloride 
20 were added at 0°C to 356 mg (3.6 mmol) of triethylamine and a solution of 356 mg 

(1.2 mmol) of triphosgene in 30 ml of methylene chloride. The mixture was stirred overnight 
while warming to room temperature. Next, the solvent was evaporated off, the residue was 
taken up in 15 ml of THF and treated with 100 mg (0,48 mmol) of methyl 2-methyl-2- 
[(pyrid-4-ylmethyl)amino]propionate and 48.5 mg (0.48 mmol) of triethylamine. The mixture 
25 was stirred for 4 hours at room temperature and for 1 hour at 50°C, and then evaporated to 
dryness, and the remaining residue was purified by preparative HPLC chromatography (RP 
18, acetonitrile, water, 0.01% TFA) to give 67 g (36%) of the desired product. 
M+H^ = 394. 

LC/MS retention time = 1.032, 
30 Example 193 : Preparation of 3 -(8-chIoro-3 ,4,4-trimethylthiochroman-6-yl)-5,5-dimethyl- 1 - 
P3aid-4-ylmethylimidazolidine-2,4-dione 

200 mg (0.28 mol) of bis[(2-chloro-4-(4,4-dimethyl-2,5-dioxo-3-pyrid-4-yl- 
methylimidazolidin-l-yl)]phenyl disulfide were dissolved in 10 ml of methanol and treated 
with 22 mg (0.56 mmol) of sodium borohydride. After stirring for 30 minutes at room 
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temperature, the mixture was evaporated to dryness. The residue was dissolved in 10 ml of 
sulfuric acid (75%) and added to 20 ml of sulfuric acid (75%) saturated with isobutylene. The 
mixture was stirred for 30 minutes at 40°C, while a regular airstream of isobutylene was 
bubbled through the solution. After leaving to stand overnight, the mixture was added 
5 cautiously to a cooled solution of sodium hydroxide in water. The alkaline aqueous phase 
was extracted three times with ethyl acetate, the combined organic phases were dried over 
sodium sulfate and the material remaining after evaporation was filtered on silica gel 
(methylene chloride/methanol = 95/5). The resultmg crude product was purified by 
preparative HPLC chromatography (RP 18, acetonitrile, water, 0.01% TFA) to give 70 mg 
1 0 (56%) of the desired product. 
M+lT = 444. 

LC/MS retention time = 1.240. 
Example 194 : Preparation of l-(2-chlorothia2ol-5-ylmethyl)-5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imida2olidine-2,4-dione trifluoroacetate 

1 5 200 mg (0.65 mmol) of 5,5-dimethyl-3-(4-trifluoro-methylsulfanylphenyl)imida2olid- 

ine-2,4-dione, 1 15 mg (0.82 mmol) of potassium carbonate and 276 mg (1.64 mmol) of 
2-chloro-5-chloromethylthiazole were dissolved in 2 ml of DMF and stirred at room 
temperature for 2 days. The mixture was poured into water, extracted three times with ethyl 
acetate, the combined organic phases were dried over sodium sulfate and the material 

20 remaining after evaporation was purified by preparative HPLC chromatography (RP 18, 
acetonitrile, water, 0.01% TFA) to give 143 mg (50%) of the desired product. 
M+lT = 436. 

LC/MS retention time = 1 .784. 
Example 195: Preparation of 3-[3-chloro-4-(propane-2-sulfonyl)phenyl]-5,5-dimethyl-l- 

25 pyrid-4-ylmethylimida2olidtne-2,4-dione 

40 mg (0.1 mmol) of 3-(3-chloro-4-isopropylsulfanylphenyl)-5,5-dimethyl-l-pyrid-4- 
ylmethylimidazolidine-2,4-dione were dissolved in 2 ml of methylene chloride and treated 
with a solution of 37 mg (0.15 mmol) of m-chloroperbenzoic acid in 2 ml of methylene 
chloride. The reaction was monitored by TLC and stopped when the sulfoxide and the 

30 sulfone were formed in equal amounts. The mixture was evaporated to dryness and purified 
by flash chromatography (Si02, methylene chloride/methanol = 98/2) to give 4 mg of 3-[3- 
chloro-4-(propane-2-sulfonyl)phenyl]-5,5-dimethyl-l-pyrid-4-ylmethylimidazolidine-2,4- 
dione and 7 mg of 3-[3-chloro-4-(propane-2-sulfmyl)phenyl]-5,5-dimethyl-l-pyrid-4-yl- 
methylimidazolidine-2,4-dione. 
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M+HT = 436. 

LC/MS retention time = 0.970. 
Example 196 : Preparation of 3-[3-chloro-4-(propane-2-sulfinyl)phenyl]-5,5-dimethyl-l- 
pyrid-4-ylmethylimidazolidine-254-dione 
5 Prepared as described above. 

M+ir = 420. 

LC/MS retention time = 0.932. 
2-(Isoquinolin-5-vlaminoV2-methvlpropionitrile: 

5.0 g (34.7 mmol) of 5-aminoisoquinoline, 5.1 ml (69.4 nmiol) of acetone and 
1 0 945 mg (6.94 mmol) of zinc chloride were dissolved in 1 00 ml of acetonitrile and treated at 
0°C with 6.9 g (69.4 mmol) of trimethylsilyl cyanide. The mixture was refluxed for 3 hours, 
the solvent was then evaporated off and the residue was taken up in 200 ml of sodium 
hydrogen carbonate and extracted three times with ethyl acetate. The combined organic 
phases were dried and the residue remaining after evaporation was purified by flash 
1 5 chromatography (Si02, methylene chloride/methanol = 95/5) to give 6.0 g (82%) of the 
desired product. 

M+Hr = 212. 

LC/MS retention time = 0.696. 
General procedure 2 : Synthesis of alkvlsulfanvlanilines 
20 1 . 1 g (8 mmol) of 4-aminothiophenol and 896 mg (8 mmol) of potassium tert- 

butoxide were dissolved in 10 ml of DMF and stirred for 45 minutes under an argon 
atmosphere. Next, 8.8 mmol of the corresponding alkyl bromide were added and the mixture 
was stirred for 3 hours at room temperature, poured into water and extracted with ethyl 
acetate. The combined organic phases were dried and evaporated. The residual product was 
25 essentially pure and could be used without further purification. 
4-(3-MethoxvpropvlsuIfanvnphenvlamine 

Prepared according to the general procedure 2. 

M+Pr= 197. 

LC/MS retention time = 0.777. 
30 4-Isopropvlsulfanvlphenylamine 

Prepared according to the general procedure 2. 
M+lT = 266. 

LC/MS retention time = 0.173. 
4-r3-(4-Methvlpiperazin- 1 -vl^propvlsulfanvllphenvlamine 
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Prepared according to the general procedure 2. 
M+ir= 168. 

LC/MS retention time = 0.894. 
General procedure 3 : Preparation of 3-(3-chloro-4-alkvlsulfanylphenvlV5.5-diniethvl-l- 
5 pvrid-4-vlmethvlimida2olidine-2,4~diones 

371 mg (2.3 mmol) of carbonyldiimidazole, 41 mg (0.5 mmol) of imidazole and 
1.9 mmol of the respective alkylsulfanylaniline were dissolved at 0°C in 10 ml of THF and 
stirred for 1 hour. Next, 280 mg (1.35 mmol) of methyl 2-methyl-2-[(pyrid-4-yl- 
methyl)amino]propionate dissolved in 5 ml of THF were added and the mixture was refluxed 
10 for 5 hours. Next, the solvent was evaporated off and the material remaining after evaporation 
was purified by preparative HPLC chromatography (RP 18, acetonitrile, water, 0.01% TFA). 
Example 197 : Preparation of 5,5-dimethyl-3-(4-methylsulfanylphenyl>l-pyrid-4-yl- 
methy 1 imidazoIidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 3. 
15 M+ir = 342. 

LC/MS retention time = 0.942. 
Example 198 : Preparation of 3-[4-(3-methoxypropylsulfanyl)phenyl]-5,5-dimethyM-pyrid-4- 
ylmethylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 3. 
20 M+lT = 400. 

LC/MS retention time = 1.007. 
Example 199 : Preparation of 3-(4-isopropylsulfanylphenyl)-5,5-dimethyl-l-pyrid-4-yl- 
methylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 3. 
25 M+H^ = 370. 

LC/MS retention time = 1 .096. 
Example 200 : Preparation of 5,5-dimethyl-3-{4-[3-(4-methylpiperazin-l- 
yl)propylsulfanyl]phenyl} - 1 -pyrid-4-ylmethylimidazolidine-2,4-dione trifluoroacetate 

Prepared according to the general procedure 3. 
30 M+lT = 468. 

LC/MS retention time = 0.689 
Example 201 : 555-Dimethyl- 1 -(6-methoxyquinolin-4-ylmethyl)-3-(4-trifluoro- 
methoxyphenyl)imidazolidine-2,4-dione 
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0.1 g of sodium hydride (at 60%) is added to a solution of 0.65 g of 5,5-diniethyl-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione in 40 ml of anhydrous THF, under an inert 
atmosphere of argon at a temperature in the region of 20®C. Stirring is maintained at this 
temperature for 30 minutes. 0.47 g of 4-chloromethyl-6-methoxyquinoline dissolved in 10 ml 
5 of THF is added. The reaction medium is refluxed for 16 hours. After cooling, 100 ml of 
water and 75 ml of ethyl acetate are added. After separation of the phases by settling, the 
organic phase is dried over sodium sulfate, filtered and then concentrated under reduced 
pressure. The brown oil obtained is purified by flash chromatography (Si02, 
EtOAc/cyclohexane, 50/50 by volume, as eluent, Ar). The fi-actions containing the product 
10 are concentrated under reduced pressure. 0.36 g of 5,5-dimethyl-l-(6-methoxyquinolin-4-yl- 
methyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is thus obtained, the 
characteristics of which product are as follows: 

Ir NMR spectrum (300 MHz, (€03)280 d6, 6 in ppm): 1.45 (s: 6H); 3.96 (s: 3H); 5.10 
(broad s: 2H); 7.46 (dd, J = 9 and 3 Hz: IH); 7.54 (d, J = 3 Hz: IH); 7.56 (broad d, J = 9 Hz: 
15 2H); 7.61 (d, J = 4.5 Hz: IH); 7.68 (broad d, J = 9 Hz: 2H); 8.00 (d, J = 9 Hz: IH); 8.72 (d, 
J = 4.5 Hz: IH). 

Mass IE ni/z=459 M+. base peak 

m/z=213 CnHpNjOj^ 

m/z=172 CnHioNO"" 
20 The compound 5,5-dimethyl-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is 

prepared according to the process described in Example 63. 
Preparation of 4-chloromethvl-6-inethoxvquinoline 

1.16 ml of triethylamine and 0.64 ml of methanesulfonyl chloride are successively added to a 
solution of 1 .2 g of 4-hydroxymethyl-6-methoxyquinoline in 45 ml of dichloromethane, 
25 under an inert atmosphere of argon at a temperature in the region of 20®C. Stirring is 
maintained at this temperature for 3 hours. The reaction medium is concentrated under 
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reduced pressure to give a brown residue. The product is used without further purification in 
the following step, 

IrNMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 3.97 (s: 3H); 5.30 (s: 2H); 7.48 (dd, 
J = 9 and 3 Hz: IH); 7.52 (d, J = 3 Hz: IH); 7.62 (d, J = 4.5 Hz: IH); 8.00 (d, J = 9 Hz: IH); 
5 8.75 (d, J = 4.5 Hz: IH). 
Mass IE m/z=207 M^ 

m/z=l 72 (M - Clf base peak 
m/z=157 (m/2F=172 - CHsf 
m/z=129 (m/z=157 - COf 

10 Preparation of 4-hvdroxvmethvl-6-methoxvquinoline 

17 ml of a IM solution of LiAlHj in THF are added dropwise to a solution of 4 g of 
4-ethoxycarbonyl-6-methoxyquinoline in 100 ml of anhydrous THF, under an inert 
atmosphere of argon at a temperature in the region of 5°C. The reaction medium is 
maintained with stirring for 16 hours at a temperature in the region of 20°C. 50 ml of water 

1 5 and 50 ml of ethyl acetate are added. After separation of the phases by settling, the organic 
phase is dried over sodium sulfate, filtered and then concentrated under reduced pressure. 
The foam obtained is purified by flash chromatography (SiOi, EtOAc as eluent, Ar). The 
fractions containing the product are concentrated under reduced pressure. 0.86 g of 
4-hydroxymethyl-6-methoxyquinoline is thus obtained, the characteristics of which product 

20 are as follows: 

1h NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 3.93 (s: 3H); 5.02 (d, J = 5.5 Hz: 
2H); 5.57 (t, J = 5.5 Hz: IH); 7.30 (d, J = 3 Hz: IH); 7.38 (dd, J = 9 and 3 Hz: IH); 7.50 (d, J 
= 4.5 Hz: IH); 7.92 (d, J = 9 Hz: IH); 8.69 (d, J = 4.5 Hz: IH). 
Mass IE, m/z=l 89 M^ base peak 
25 m/z=174(M-CH3)^ 
ni/z=160(M-CHO)^ 
m/z=146 (ni/z=l 74 - CO)^ 
m/z=l 17 (m/z=146 - CHO)^ 

Example 202 : 5,5-DimethyH-(6-hydroxyquinolin-4-ylmethyl)-3-(4-trifluoro- 
30 methoxyphenyl)imidazolidine-2,4-dione 
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6 ml of a IM solution of boron tribromide in CH2CI2 are added to a solution of 0.26 g of 5,5- 
dimethyl-l-(6-methoxyquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine 
dione in 40 ml of dichloromethane, under an inert atmosphere of argon at a temperature in the 
region of 0°C. The reaction medium is stirred at a temperature in the region of 20°C for 16 
5 hours. 5 ml of methanol are added dropwise. After stirring for 30 minutes at this temperature, 
50 ml of water, 30 ml of CH2CI2 and 10 ml of saturated NaHCOa are added. After separation 
of the phases by settling, the organic phase is dried over sodium sulfate, filtered and then 
concentrated under reduced pressure. The beige-colored foam obtained is purified by flash 
chromatography (Si02, EtOAc as eluent, Ar). The fractions containing the product are 
1 0 concentrated under reduced pressure. 0. 1 7 g of 5,5-dimethyl- 1 -(6-hydroxyquinolin-4-yl- 
methyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is thus obtained, the 
characteristics of which product are as follows: 

1h NMR spectrum (300 MHz, (CD3)2SO d6, 5 in ppm): 1.46 (s: 6H); 5.00 (broad s: 2H); 7.30 
to 7.40 (mt: 2H); 7.51 (d, J = 4.5 Hz: IH); 7.55 (broad d, J = 8.5 Hz: 2H); 7.69 (d, J = 8.5 Hz: 
15 2H); 7.94 (d, J = 9 Hz: IH); 8.64 (d, J - 4.5 Hz: IH); 10.12 (unresolved complex: IH). 
Mass IE m/z=445 M^ 

m/z=199 Ci,H7N202'' 
m/z=158 CioHsNO^base peak 

Example 203 : 5,5-Dimethyl- 1 -(7-methoxyquinolin-4-ylmethyl)-3-(4-trifluoro- 
20 methoxyphenyl)imidazolidine-2,4-dione 
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The product is prepared according to the procedure described in Example 59, starting with 
0.94 g of methyl 2-methyl-2-[(7-methoxyquinolin-4-ylmethyl)amino]propanoate instead of 
methyl 2-methyl-2-[(quinolin-4-ylmethyl)amino]propanoate used in Example 59, and 1.7 g of 
4-(trifluoromethoxyphenyl) isocyanate. After purification by flash chromatography on a 
5 column (Si02, cyclohexane/ethyl acetate 70/30 by volume and then CH2C12/MeOH 90/1 0 by 
volume as eluents, Ar), 1 .45 g of the expected product are obtained. 

Ir NMR spectrum (300 MHz, (€03)280 d6, 5 in ppm): L44 (s: 6H); 3.96 (s: 3H); 5.12 
(broad s: 2H); 7.35 (dd, J = 9 and 3 Hz: IH); 7.47 (d, J = 3 Hz: IH); 7.49 (d, J = 4.5 Hz: IH); 
7.55 (broad d, J = 9 Hz: 2H); 7.68 (broad d, J = 9 Hz: 2H); 8.19 (d, J = 9 Hz: IH); 8.80 (d, 

10 J = 4.5 Hz: IH). 

Mass EE m/z=459 IVT base peak 
ni/z=444 (M-^CHb)^ 

m/z=213 Ci2H9N202^ 
m/z-172 CiiHioNO" 

15 Preparation of methyl 2-((7-methoxvquinolin-4-vlmethvl)amino)propanoate 

A mixture of 1.23 g of methyl a-aminoisobutyrate hydrochloride and 1.12 ml of 
triethylamine in 30 ml of dichloromethane is stirred at 0°C for 20 minutes. Next, 1 g of 
magnesium sulfate and 1.5 g of 7-methoxyquinoline-4-carbaldehyde are added. Stirring is 
continued for 1 5 hours at room temperature and the mixture is then concentrated under 

20 reduced pressure. The residue is taken up in 35 ml of methanol, the solution obtained is 
cooled to 0°C and 0,3 1 g of sodium borohydride is then added portionwise. The reaction 
medium is stirred at a temperature in the region of 20°C for 1 5 hours. The reaction medium is 
concentrated under reduced pressure. The residue obtained is taken up in 100 ml of EtOAc. 
The precipitate formed is filtered off and the filtrate is concentrated under reduced pressure 

25 and then purified by flash chromatography on a column (Si02, EtOAc as eluent, Ar), and 
0.95 g of the expected product is obtained. 
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IhNMR spectrum (300 MHz, (€03)280 d6, 5 in ppm): 1.35 (s: 6H); 2.63 (t, J = 7.5 Hz: IH); 
3.70 (s: 3H); 3.93 (s: 3H); 4.05 (d, J = 7.5 Hz: 2H); 7.28 (dd, J = 9 and 3 Hz: IH); 7.41 (d, J = 

3 Hz: IH); 7.43 (d, J = 4.5 Hz: IH); 8.12 (d, J = 9 Hz: IH); 8.76 (d, J = 4.5 Hz: IH). 
MassIC m/z=289MHr base peak 

5 m/z=229 (M - C2H402)^ 

Preparation of 7'methoxvquinoline"4-carbaldehvde 

A mixture of 1 .9 g of selenium oxide dissolved in 35 ml of dioxane is added dropwise to a 
solution of 2.7 g of 4-methyl-7-methoxyquinoline in 35 ml of dioxane preheated to 65°C. At 
the end of the addition, the brown suspension is heated to a temperature in the region of 80°C 
10 for 5 hours. The reaction medium is stirred for 16 hours at a temperature in the region of 

20®C. The greenish suspension is suction-filtered and then washed with EtOAc. The filtrate is 
concentrated under reduced pressure. The suspension obtained is crystallized fi-om isopropyl 
ether to give 1.54 g of 7-methoxyquinoline-4-carbaIdehyde. 

1h NMR spectrum (300 MHz, (€03)280 d6, 5 in ppm): 3.99 (s: 3H); 7.48 (dd, J = 9 and 3 
15 Hz: IH); 7.57 (d, J = 3 Hz: IH); 7.90 (d, J = 4.5 Hz: IH); 8.89 (d, J = 9 Hz: IH); 9.19 (d, 
J = 4.5 Hz: IH); 10.52 (s: IH). 

Mass IC m/z=l 88 MH* base peak 
Preparation of 4-methvl-7-methoxvquinoline 

4 g of triphenylphosphine, 5.3 g of lithium chloride, 14 ml of tetramethyltin and 2.1 g of 
20 bis(triphenylphosphine)palladium(II) chloride are added to a solution of 6 g of 4-bromo-7- 

methoxyquinoline in 100 ml of DMF, under an inert atmosphere of argon at a temperature in 
the region of 20^C. The reaction medium is heated at a temperature in the region of 120°C for 
16 hours. After cooling, the insoluble material is filtered off. The filtrate is concentrated 
xmder reduced pressure. The residue obtained is taken up m 300 ml of EtOAc and 300 ml of 

25 water. After separation of the phases by settling, the organic phase is dried over magnesiimi 
sulfate, filtered and then concentrated under reduced pressure. The oil obtained is taken up in 
300 ml of EtOAc and 300 ml of water and then acidified with hydrochloric acid to pH 1 . The 
aqueous phase is basified with sodium hydroxide to pH 10 and then extracted with 300 ml of 
EtOAc. After separation of the phases by settling, the organic phase is dried over magnesium 

30 sulfate, filtered and then concentrated under reduced pressure to give 2.7 g of 4-methyl-7- 
methoxyquinoline, the characteristics of which product are as follows: 

1h NMR spectrum (300 MHz, (003)280 d6, 8 in ppm): 2.65 (s: 3H); 3.94 (s: 3H); 7.23 
(broad d, J = 4.5 Hz: IH); 7.28 (dd, J = 9 and 3 Hz: IH); 7.40 (d, J - 3 Hz: IH); 8.01 (d, J = 9 
Hz: IH); 8.58 (d, J = 4.5 Hz: IH). 
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Mass BE 



m/zF=173 ]Vr 
m/z=158(M-CH3r 



base peak 



m/z=143(M-CH20r 
m/z=130 (m/z=158 - CO)"" 
5 Preparation of 4-bronio-7-methoxyquinoline 

22.74 g of 4-hydroxy-7-methoxyqumoline are added to 200 g of phosphorus oxybromide 
preheated to a temperature in the region of 1 10°C. The reaction medium is heated at this 
same temperature for 3 hours. The reaction medium is poured, while hot, into a mixture of 
500 ml of EtOAc and 500 ml of ice-cold water. The medium is neutralized with potassium 
1 0 carbonate to pH 7. After separation of the phases by settling, the organic phase is dried over 
magnesium sulfate, evaporated under reduced pressxu-e and then purified by column 
chromatography (Si02, EtOAc/cyclohexane 50/50 by volume as eluents, Ar), and 14.6 g of 
the expected product are obtained. 

1h NMR spectrum (300 MHz, (€03)280 d6, 5 in ppm): 3.97 (s: 3H); 7.43 (dd, J = 9 and 3 
15 Hz: IH); 7.49 (d, J = 3 Hz: IH); 7.79 (d, J = 4.5 Hz: IH); 8.06 (d, J = 9 Hz: IH); 8.67 (d, 
J = 4.5 Hz: IH). 

Mass IE m/z=237 M^' base peak 

4-Hydroxy-7-methoxyquinoline is prepared according to the process described in: J. Am. 
Chem. Soc, 68, 1268, 1946. 
20 Example 204 : 5,5-Dimethyl-l -(7-hydroxyquinolin-4-ybnethyl)-3-(4-trifluoro- 
methoxyphenyl)imidazolidine-2,4-dione 

A mixture of 0.89 g of 5,5-dimethyM-(7-methoxyquinolin-4-ylmethyl)-3-(4-trifluoro- 



methoxyphenyl)imidazolidine-2,4-dione and 5.5 g of pjridine hydrochloride is heated at a 
temperature in the region of 220°C for 4 hours. After cooling, 200 ml of water and 100 ml of 
25 CH2CI2 are added. After separation of the phases by settling, the organic phase is dried over 
sodium sulfate, filtered and then concentrated under reduced pressure. The solid obtained is 
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purified by flash chromatography (Si02, EtOAc/CHaCk 40/60 by volume as eluent, Ar). The 
fractions containing the product are concentrated under reduced pressure. 85 mg of 5,5- 
dimethy 1- 1 -(7-hydroxyquinolin-4-ylmethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione are thus obtained, the characteristics of which product are as follows: 

5 1h NMR spectrum (300 MHz, (€03)280 d6, 5 in ppm): 1 .45 (s: 6H); 5.08 (broad s: 2H); 7.24 
(dd, J = 9 and 3 Hz: IH); 7.30 (d, J = 3 Hz: IH); 7.38 (d, J = 4.5 Hz: IH); 7.55 (broad d, J = 9 
Hz: 2H); 7.68 (broad d, J = 9 Hz: 2H); 8.10 (d, J = 9 Hz: IH); 8.71 (d, J = 4.5 Hz: IH); from 
9.90 to 10.50 (broad unresolved complex: IH). 
Mass IE m/z==445 M^ base peak 

10 m/z=430(M-CH3)^ 
m/z=199 CiiH7N202^ 
m/z=158CioH8NO* 

Example 205 : 5,5-Dimethyl- 1 -(2-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 
imidazolidine-2,4-dione 



15 0.44 g of tosyl chloride is added to a solution of 0.8 g of 5,5-dimethyl-l-(N-oxyquinolin-4-yl- 
methyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione in 10 ml of chloroform, under 
an inert atmosphere of argon at a temperature in the region of 5°C. After stirring for 30 
minutes at this same temperature, 1.5 ml of 32% aqueous anmionia are added. The 
temperature is allowed to rise to 20®C. The reaction medium is stirred at a temperature in the 

20 region of 20^C for 1 6 hours. 1 00 ml of water are added. After separation of the phases by 
settling, the organic phase is dried over sodium sulfate, filtered and then concentrated under 
reduced pressure. The solid obtained is purified by flash chromatography (Si02, EtOAc as 
eluent, Ar). The fractions containing the product are concentrated under reduced pressure. 
200 mg of 5,5-dimethyl-l-(2-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 

25 imidazolidine-2,4-dione are thus obtained, the characteristics of which product are as follows: 
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IhNMR spectram (300 MHz, (€03)280 d6, 5 in ppm): 1.49 (s: 6H); 4.96 (broad s: 2H); 6.36 
(broad s: 2H); 6.81 (s: IH); 7.23 (mt: IH); 7.51 (mt: 2H); 7.58 (broad d, J = 9 Hz: 2H); 7.68 
(broad d, J = 9 Hz: 2H); 7.91 (d, J = 8.5 Hz: IH). 
Mass IE ni/z=444M*" base peak 
5 m/z=429(M-CH3)* 
m/z=198 CuHgNsO* 
m/z=158 CioH,oN2* 

Example 206 : 5,5-Dimethyl-l-(N-oxyquinolin-4-ylniethyl)-3-(4-trifluoromethoxyphenyl)- 
unidazolidine-2,4-dione 




o 



10 0.78 g of m-chloroperbenzoic acid is added to a solution of 1.95 g of 5,5-dimethyl-l- 

(quinolin-4-ylmethyl)-3<4-trifluoromethoxyphenyl)imida2olidine-2,4-dione in 200 ml of 
chloroform and 10 ml of methanol, under an inert atmosphere of argon, at a temperature in 
the region of 20X. The reaction medium is stirred at a temperature in the region of 20*^0 for 
4 hours. A further 0.8 g of m-chloroperbenzoic acid is added. The reaction medium is 

1 5 concentrated under reduced pressure. The product is crystallized from isopropyl ether to give 
1.76 g of 5,5-dimethyl-l-(N-oxyquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 
imidazolidine-2,4-dione, the characteristics of which product are as follows: 

IhNMR spectrum (300 MHz, (003)280 d6, 5 in ppm): 1.45 (s: 6H); 5.09 (broad s: 2H); 7.55 
(broad d, J = 8.5 Hz: 2H); 7.63 (d, J = 4.5 Hz: IH); 7.68 (broad d, J = 8.5 Hz: 2H); 7.85 
20 (broad t, J = 8.5 Hz: IH); 7.91 (broad t, J = 8.5 Hz: IH); 8.35 (broad d, J = 8.5 Hz: IH); 8.56 
(d, J = 4.5 Hz: IH); 8.64 (broad d, J = 8.5 Hz: IH). 
Mass ES m/z=446 MH*" base peak 

Example 207 : 5,5-DimethyH -(2-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 
imidazolidine-2,4-dione 
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0.17 ml of phosphorus oxychloride is added to a solution of 4 ml of DMF and 2 ml of 
toluene, under an inert atmosphere of argon at a temperature in the region of 5®C. After 
stirring for 30 minutes at this same temperature, 0.4 g of 5,5-dimethyl-l-(N-oxyquinolin-4-yl- 
methyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione in 10 ml of toluene is added. 
5 The reaction medium is stirred at a temperature in the region of 5®C for 2 and a half hours. 
The temperature is allowed to return to 20^C. The reaction medium is concentrated under 
reduced pressure. The residue obtained is taken up in 50 ml of EtOAc and washed with 
saturated NaHCOs solution. After separation of the phases by settling, the organic phase is 
dried over sodium sulfate, filtered and then concentrated under reduced pressure. The product 
10 is crystallized from isopropyl ether to give 0.37 g of 5,5-dimethyl-l-(2-chloroquinolin-4-yl- 
methyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione, the characteristics of which 
product are as follows: 

1h NMR spectrum (300 MHz, (€03)280 d6, 6 in ppm): 1.50 (s: 6H); 5.17 (broad s: 2H); 7.56 
(broad d, J = 8.5 Hz: 2H); 7.71 (broad d, J = 8.5 Hz: 2H); 7.76 (s: IH); 7.76 (split t, J = 8 and 
15 1.5 Hz: IH); 7.89 (split t, J = 8 and 1.5 Hz: IH); 8.03 (broad d, J = 8 Hz: IH); 8.31 (broad d, 
J = 8Hz: IH). 

Mass IE m/z=463 M^ base peak 

m/z=448(M~CH3)^ 
m/z=428(M-Cl)'^ 
20 ni/z=358 (m/zr=428 - C4H60)^ 
m/z=217CiiH6N20Cr 
m/z=176 C,oH7NCr 

Example 208 : 5,5-Dimethyl- 1 -(2-chloropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 
imidazolidine-2,4-dione 
25 0.028 g of sodium hydride is added to a solution of 0.1 g of 5,5-dimethyl-3-(4-trifluoro- 

methoxyphenyl)imidazolidine-2,4-dione in 2 ml of anhydrous dimethylformamide, under an 
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inert atmosphere of argon at a temperature in the region of 20°C. Stirring is continued at this 
temperature for 30 minutes. A solution of 0.1 g of 2-chloro-4-(bromomethyl)pyridine in 2 ml 
of dimethylformamide is added, followed by addition of ice-cold water after reaction for 10 
minutes. The reaction medium is placed on a cartridge 20 mm in diameter packed with 17 g 
5 of octadecyl-grafted 50 \im silica conditioned successively with acetonitrile and then with 
water. The elution is performed by gradient using the mixture (water/acetonitrile) of from 0 
to 100% acetonitrile. The fractions containing the expected product are concentrated under 
reduced pressure. 0.130 g of crude product is thus obtained, which product is purified by a 
double chromatography using a cartridge packed with 10 g of 20-40 \im of conditioned silica, 

10 and then eluted with a mixture (cyclohexane/ethyl acetate), (8/2) (v/v) at a flow rate of 
5 ml/minute. The fractions between 30 and 75 ml are concentrated under reduced pressure. 
0.1 g of 5,5-dimethyl-l-(2-chlorop3Tid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolid- 
ine-2,4-dione is thus obtained in the form of a white powder, the characteristics of which 
product are as follows: 

15 m.p. 134^C 

Mass IE m/z=413 base peak 
m/z=39S (M-CHs)^ 
m/z=203 CgHjNOzFs^ 
ni/z=167 C7H4N20Cr 

20 m/zr=126 CeHsNCr 

Ir NMR spectrum (300 MHz, (003)280 d6, □ in ppm): 1.44 (s: 6H); 4.67 (s: 2H); 7.50 
(broad d, J = 5.5 Hz: IH); 7.54 (broad d, J = 9 Hz: 2H); 7.61 (broad s: IH); 7.66 (broad d, J = 
9 Hz: 2H); 8.40 (d, J = 5.5 Hz: IH). 

The compound 5,5-dimethyl-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is 
25 described in Example 63. 

Example 209 : 5,5-Dimethyl-l-(2-ethoxypyrid-4-ylmethyI)-3-(4-trifluoromethoxyphenyl)- 
imidazolidine-2,4-dione 

0.015 g of sodium hydride is added to a solution of 0.175 g of 5,5-dimethyl-3-(4-trifluoro- 
methoxyphenyl)imidazolidine-2,4-dione in 2 ml of anhydrous dimethylformamide, under an 
30 inert atmosphere of argon at a temperature in the region of 20*'C. Stirring is maintained at this 
temperature for 30 minutes. A solution of 0.185 g of 2-ethoxy-4-(bromomethyl)pyridine in 
2 ml of anhydrous dimethylformamide is added, followed by addition of ice-cold water after 
reaction for 10 minutes. The reaction mixture is placed on a cartridge 37 mm in diameter 
packed with 65 g of octadecyl-grafted 40-60 ^im silica conditioned successively with the 



FRAV2003/0002 US NP 



mixture (water/acetonitrile) (5/95) (v/v) and then with the mixture (water/acetonitrile) (95/5) 
(v/v). The elution is performed with a mixture (water/acetonitrile) (95/5) (v/v) over 20 
minutes, followed by a linear gradient of from 5% to 95% acetonitrile over 60 minutes, at a 
flow rate of 10 ml/minute. The fractions between 700 and 760 ml are concentrated under 
5 reduced pressure. 0.145 g of 5,5-dimethyl-l-(2-etho30T5yrid-4-ylmethyl)-3-(4-trifluoro- 

methoxyphenyl)imidazolidine-2,4-dione is thus obtained, the characteristics of which product 
are as follows: 

Mass DE m/z=423 Nf" 

ni/z=408 (M - CHsy base peak 
10 m/zr=395 (M-CiHi)'^ 
m/z=203 C8H4N02F3^ 

^HNMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.32 (t, J = 7 Hz: 3H); 1.42 (s: 6H); 
4.30 (q, J = 7 Hz: 2H); 4.58 (broad s: 2H); 6.85 (broad s: IH); 7,01 (broad d, J = 5.5 Hz: IH); 
7.52 (broad d, J = 8.5 Hz: 2H); 7.63 (broad d, J = 8.5 Hz: 2H); 8.10 (d, J = 5.5 Hz: IH). 
16 The compound 5,5-dimethyl-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is 
described in Example 63. 

Example 210 : 5,5-DimethyH-(2-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 
imidazolidine-2,4-dione 

0.009 g of sodium hydride is added to a solution of 0.064 g of 5,5-dimethyl-3-(4-trifluoro- 
20 methoxyphenyl)imidazolidine-2,4-dione in 1 ml of anhydrous dimethylformamide, under an 
inert atmosphere of argon, at a temperature in the region of 20°C. Stirring is continued at this 
temperature for 30 minutes. A solution of 0.062 g of 2-ethyl-4-(bromomethyl)pyridine in 
0.5 ml of anhydrous dimethylformamide is added, followed by addition of ice-cold water 
after reaction for 10 minutes. The reaction mixture is placed on a cartridge 27 mm in 
25 diameter packed with 25 g of octadecyl-grafted 40-60 ^im silica conditioned successively 
with the mixture (water/acetonitrile) (5/95) (v/v) and then with the mixture 
(water/acetonitrile) (95/5) (v/v). The elution is performed with a mixture (water/acetonitrile) 
(95/5) (v/v) over 20 minutes, followed by a linear gradient of from 5% to 95% acetonitrile 
over 60 minutes, at a flow rate of 10 ml/minute. The fractions between 750 and 790 ml are 
30 concentrated under reduced pressure. 0,06 g of 5,5-dimethyl-l-(2-ethylpyrid-4-ylmethyl)-3- 
(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is thus obtained, the characteristics of 
which product are as follows: 
Mass IE m/z=407 M^ base peak 

m/z=392 (M-CH3)^ 
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m/z=203 C8H4N02F3^ 
m/z=120 CgHioN' 

1h NMR spectrum (400 MHz, (CD3)2SO d6, □ in ppm): 1 .27 (t, J = 7.5 Hz: 3H); 1 .44 (s: 
6H); 2.75 (q, J = 7.5 Hz: 2H); 4.54 (s: 2H); 7.10 (broad d, J = 5.5 Hz: IH); 7.15 (broad s: 
5 IH); 7.39 (broad d, J = 8.5 Hz: 2H); 7.49 (d, J = 8.5 Hz: 2H); 8.26 (d, J = 5.5 Hz: IH). 
The compound 5,5-dimethyl-3-(4-trifluoromethoxy-phenyl)imidazolidine-2,4-dione is 
described in Example 63. 

Example 211 : 5,5-Dimethyl- 1 -(2-chloropyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfany 1- 
phenyl)imida2x>lidine-2,4-dione 

10 0.046 g of sodium hydride is added to a solution of 0.175 g of 5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione in 3 ml of anhydrous dimethylformamide, 
under an inert atmosphere of argon, at a temperature in the region of 20°C. Stirring is 
continued at this temperature for 30 minutes. A solution of 0.166 g of 2-chIoro-4- 
(bromomethyl)pyridine in 2 ml of anhydrous dimethylformamide is added, followed by 

1 5 addition of ice-cold water after reaction for 10 minutes. The reaction mixture is placed on a 
cartridge 37 mm in diameter packed with 65 g of octadecyl-grafted 40-60 jim silica 
conditioned successively with the mixture (water/acetonitrile) (5/95) (v/v) and then with the 
mixture (water/acetonitrile) (95/5) (v/v). The elation is performed with a mixture 
(water/acetonitrile) (95/5) (v/v) over 20 minutes, followed by a linear gradient of from 5 to 

20 95% acetonitrile over 60 minutes, at a flow rate of 10 ml/minute. The fractions between 740 
and 780 ml are concentrated under reduced pressure. 0.03 g of 5,5-dimethyl-l-(2-chloro- 
pyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine-2,4-dione is thus 
obtained in the form of a white powder, the characteristics of which product are as follows: 
m.p. lU^C 

25 Mass IC 

m/z=^7 MNHi^ 

m/z=430 MH* base peak 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.44 (s: 6H); 4.67 (broad s: 2H); 
7.49 (broad d, J = 5.5 Hz: IH); 7.61 (broad s: IH); 7.70 (broad d, J - 8.5 Hz: 2H); 7.88 
30 (broad d, J = 8.5 Hz: 2H); 8.38 (d, J = 5.5 Hz: IH). 

Preparation of 5,5-dimethvl-3-f4-trifluoromethvlsulfanvlphenvnimidazolidine-2,4-dione 
5.12 ml of triethylamine and 2.8 g of methyl a-aminoisobutyrate hydrochloride are added to a 
solution of 4 g of 4-trifluoromethylsulfanylphenyl isocyanate in 40 ml of toluene, under an 
inert atmosphere of argon at a temperature in the region of 20°C. The mixture thus obtained 
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is refluxed for 24 hours and then cooled to a temperature in the region of 20**C. The reaction 
mixture is concentrated to dryness under reduced pressure and the residue obtained is taken 
up in ethyl ether and filtered. 5.3 g of 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)- 
imidazolidine-2,4-dione are thus obtained, the characteristics of which product are as follows: 
5 Mass IC 

m/z=322 MNH4^ 

m/z=102 triethylamineH^ base peak 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.44 (s: 6H); 7.62 (broad d, J = 8.5 
Hz: 2H); 7.85 (broad d, J = 8.5 Hz: 2H); 8.72 (unresolved complex: IH). 
10 The insoluble material thus obtained is taken up in dichloromethane and then washed with 
water. 2.76 g of 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione are 
thus obtained, which product is used for the subsequent synthesis. 

Example 212 : 5,5-Dimethyl- 1 -(2-ethoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanyl- 
phenyl)imidazolidine-2,4-dione 

15 0.049 g of sodium hydride is added to a solution of 0.185 g of 5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione in 3.2 ml of anhydrous dimethylformamide, 
under ah inert atmosphere of argon at a temperature in the region of 20^C. Stirring is 
continued at this temperature for 30 minutes. A solution of 0.184 g of 2-ethoxy-4- 
(bromomethyl)pyridine in 2 ml of dimethylformamide is added, followed by addition of ice- 

20 cold water after reaction for 10 minutes. The reaction mixture is placed on a cartridge 37 mm 
in diameter packed with 65 g of octadecyl-grafted 40-60 \im silica conditioned successively 
with the mixture (water/acetonitrile) (5/95) (v/v) and then the mixture (water/acetonitrile) 
(95/5) (v/v). The elution was performed with a mixture (water/acetonitrile) (95/5) (v/v) over 
20 minutes, followed by a linear gradient of fi-om 5% to 95% of acetonitrile over 60 minutes, 

25 at a flow rate of 10 ml/minute. The fi*actions between 520 and 700 ml are concentrated under 
reduced pressure. The residue thus obtained is purified by flash chromatography using a 
cartridge packed with 2 g of conditioned 15-35 ^im silica, and then eluted with a mixture 
(cyclohexane/ethyl acetate) (9/1) (v/v). The firactions containing the expected product are 
concentrated under reduced pressure. 0.01 g of 5,5-dimethyl-l-(2-ethoxypyrid-4-ylmethyl)-3- 

30 (4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained, the characteris- 
tics of which product are as follows: 
Mass DE 

m/z=439 M^ 

m/z=^24 (M - CHb)^ base peak 
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iii/z=411 (M-C2H4r 
m/z=219 CgHjNOSFs^ 

Ir NMR spectrum (300 MHz, (003)280 d6, □ in ppm): 1.32 (t, J = 7 Hz: 3H); 1 .42 (s: 6H); 
4.30 (q, J = 7 Hz: 2H); 4.58 (broad s: 2H); 6.86 (broad s: IH); 7.01 (broad d, J = 5.5 Hz: IH); 
5 7.69 (broad d, J - 8.5 Hz: 2H); 7.88 (broad d, J = 8.5 Hz: 2H); 8.10 (broad d, J = 5.5 Hz: IH). 
The compound 5,5-dimethyl-3-(4-trifIuoromethylsulfanylphenyl)imidazolidine-2,4-dione is 
described in Example 211. 

Example 213 : 5,5-Dimethyl- 1 -(2-ethylpyrid-4-ylmethy l)-3-(4-trifluoromethanesulfanyl- 
phenyl)imidazolidine-2,4-dione 

1 0 0.021 g of sodium hydride is added to a solution of 0.135 g of 5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione in 2 ml of anhydrous dimethylformamide, 
under an inert atmosphere of argon at a temperature in the region of 20**C. Stirring is 
continued at this temperature for 30 minutes. A solution of 0.126 g of 2-ethyl-4- 
(bromomethyl)pyridine in 1 ml of anhydrous dimethylformamide is added, followed by 

15 addition of ice-cold water after reaction for 10 minutes. The reaction mixture is placed on a 
cartridge 37 nmi in diameter packed with 65 g of octadecyl-grafted 40-60 ^im silica 
conditioned successively with the mixture (water/acetonitrile) (5/95) (v/v) and then the 
mixture (water/acetonitrile) (95/5) (v/v). The elution was performed with a mixture 
(water/acetonitrile) (95/5) (v/v) over 20 minutes, followed by a linear gradient of from 5% to 

20 95% of acetonitrile over 60 minutes and by an elution with 100% acetonitrile for 10 minutes, 
at a flow rate of 10 ml/minute. The fractions between 800 and 880 ml are concentrated under 
reduced pressure. 0.120 g of 5,5-dimethyl-l-(2-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethane- 
suIfanylphenyl)imidazolidine-2,4-dione is thus obtained, the characteristics of which product 
are as follows: 

25 Mass BE 

m/z=423 M^ base peak 

m/z=408 (M-CHs)^ 
m/z=219 CsHjNOSFa^ 
ni/z=120 CsHioN^ 

30 1h NMR spectrum (400 MHz, (€03)280 d6, □ in ppm): 1.23 (t, J = 7.5 Hz: 3H); 

1.42 (s: 6H); 2.75 (q, J = 7.5 Hz: 2H); 4.62 (broad s: 2H); 7.25 (broad d, J = 5.5 Hz: IH); 7.30 
(broad s: IH); 7.70 (d, J = 8.5 Hz: 2H); 7.88 (d, J = 8.5 Hz: 2H); 8.43 (d, J = 5.5 Hz: IH). 
The compound 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione is 
described in Example 211. 
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Example 214 : 5,5-Dimethyl- 1 -(2-bromopyrid-4-ylmethy l)-3-(4-trifluoromethoxypheny 1)- 
imidazolidine-2,4-dione 

0.023 g of sodium hydride is added to a solution of 0.081 g of 5,5-dimethyl-3-(4-trifluoro- 
methoxyphenyl)imidazolidine-2,4-dione in 2 ml of anhydrous dimethylformamide, under an 
5 inert atmosphere of argon at a temperature in the region of 20°C. Stirring is continued at this 
temperature for 35 minutes. A solution of 0.071 g of 2-bromo-4-(bromomethyl)pyridine in 
1 ml of anhydrous dimethylformamide is added, followed by addition of ice-cold water after 
reaction for 15 minutes. The reaction mixture is placed on a cartridge 16 mm in diameter 
packed with 5 g of octadecyl-grafted 40-60 fim silica conditioned successively with the 

1 0 mixture (water/acetonitrile) (5/95) (v/v) and then the mixture (water/acetonitrile) (95/5) (v/v). 
The elution was performed with a linear gradient of from 5% to 95% of acetonitrile over 30 
minutes then with a mixture (water/acetonitrile) (5/95) (v/v) over 10 minutes, at a flow rate of 
5 ml/minute. The fractions between 90 and 100 ml are concentrated under reduced pressure. 
0.015 g of 5,5-dimethyM-(2-bromopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)- 

1 5 imidazolidine-2,4-dione is thus obtained in the form of a white foam, the characteristics of 
which product are as follows: 
Mass HE 

m/z=457 base peak 

m/z=442 (M-CHb)" 
20 m/z=2 1 1 C7H4N20Br'^ 
ni/z=203 C8H4N02F3'^ 
m/2^170 CfiHsNBr"^ 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.44 (s: 6H); 4.67 (broad s: 2H); 
7.52 (broad d, J = 5.5 Hz: IH); 7.54 (broad d, J = 9 Hz: 2H); 7.66 (broad d, J = 9 Hz: 2H); 
25 7.75 (broad s: IH); 8.37 (d, J = 5.5 Hz: IH). 

The compound 5,5-dimethyl-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is 
described in Example 63. 

Example 215 : 5,5-Dimethyl- 1 -(2-fluoropyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanyl- 
phenyl)imidazolidine-2,4-dione 
30 0.025 g of sodium hydride is added to a solution of 0.096 g of 5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione in 2 ml of anhydrous dimethylformamide, 
under an inert atmosphere of argon at a temperature in the region of 20°C. Stirring is 
continued at this temperature for 25 minutes. A solution of 0.060 g of 2-fluoro-4- 
(bromomethyl)pyridine in 1 ml of anhydrous dimethylformamide is added, followed by 
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addition of ice-cold water after reaction for 15 minutes. The reaction mixture is placed on a 
cartridge 16 mm in diameter packed with 5 g of octadecyl-grafted 40-60 fim silica 
conditioned successively with the mixture (water/acetonitrile) (5/95) (v/v) and then the 
mixture (water/acetonitrile) (95/5) (v/v). The elution was performed with a linear gradient of 
5 from 5% to 95% of acetonitrile over 30 minutes then with a mixture (water/acetonitrile (5/95) 
(v/v) over 10 minutes, at a flow rate of 5 ml/minute. The fractions between 105 and 125 ml 
are concentrated under reduced pressure. 0.069 g of 5,5-dimethyl-l-(2-fluoropyrid-4-yl- 
methyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the 
form of a white solid, the characteristics of which are as follows: 
10 m.p.: 82**C 

Mass IE 

m/z=4 1 3 base peak 

m/z=398 (M-CHa)^ 
m/z=2 1 9 C8H4NOSF3'^ 
15 m/z=151 C7H4N20F^ 
m/z=110 CfiHsNF"^ 

Ir NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.45 (s: 6H); 4.72 (broad s: 2H); 
7.29 (broad s: IH); 7.43 (broad d, J = 5.5 Hz: IH); 7.71 (broad d, J = 8.5 Hz: 2H); 7.89 
(broad d, J = 8.5 Hz: 2H); 8.23 (d, J = 5.5 Hz: IH). 
20 The compound 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione is 
described in Example 211. 

Example 216 : 5,5-Dimethyl-l -(2-cyanopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanyl- 
phenyl)imidazolidine-2,4-dione 

0.037 g of sodium hydride is added to a solution of 0.139 g of 5,5-dimethyl-3-(4-trifluoro- 
25 methylsulfanylphenyl)imidazolidine-2,4-dione in 4 ml of anhydrous dimethylformamide, 
under an inert atmosphere of argon at a temperature in the region of 20°C. Stirring is 
continued at this temperature for 30 minutes. A solution of 0.090 g of 2-cyano-4- 
(bromomethyl)pyridine in 1 ml of anhydrous dimethylformamide is added, followed by 
addition of ice-cold water after reaction for 15 minutes. The reaction mixture is placed on a 
30 cartridge 20 mm in diameter packed with 10 g of octadecyl-grafted 40-60 \im silica 
conditioned successively with the mixture (water/acetonitrile) (5/95) (v/v) and then the 
mixture (water/acetonitrile) (95/5) (v/v). The elution was performed with a linear gradient of 
from 5% to 95% of acetonitrile over 30 minutes then with a mixture (water-acetonitrle) (5/95) 
(v/v) over 10 minutes, at a flow rate of 5 ml/minute. The fiactions between 210 and 230 ml 



FRAV2003/0002 US NP 



171 



are concentrated under reduced pressure. 0.1 g of 5,5-dimethyl-l-(2-cyanopyrid-4-ylmethyl)- 
3-(4-trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione is thus obtained in the form of 
a solid, the characteristics of which are as follows: 
m.p.: 148°C 
5 MassDE 

m/z=420 M^* base peak 
m/z=405 (M-CHs)^ 
m/z=219 C8H4NOSF3'^ 
in/z=158 C8H4N30^ 
10 m/z=117 CtHjNz^ 

1h NMR spectrum (300 MHz, (003)280 d6, □ in ppm): 1.44 (s: 6H); 4.74 (broad s: 2H); 
7.72 (broad d, J = 9 Hz: 2H); 7.81 (dd, J = 5.5 and 2 Hz: IH); 7.89 (broad d, J = 9 Hz: 2H); 
8.15 (broad s: IH); 8.72 (broad d, J = 5.5 Hz: IH). 

The compound 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidme-2,4-dione is 
1 5 described in Example 211. 

Example 217 : 5,5-DimethyH-(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

A solution of 0.09 g of 5,5-dimethyl-l-(2-cyanopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
suIfanylphenyl)imidazolidine-2,4-dione in 5 ml of 5N hydrochloric acid is refluxed for about 

20 16 hours. The reaction mixture is concentrated under reduced pressure and the crude product 
thus obtained is purified by flash chromatography using a cartridge 20 mm in diameter 
packed with 10 g of conditioned 20-40 ixm silica, and then eluted with a mixture 
(dichloromethane/methanol) (9/1) (v/v) at a flow rate of 8 ml/minute. The fractions between 
40 and 200 ml are concentrated under reduced pressure. 0.06 g of 5,5-dimethyl-l-(2- 

25 hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione is thus obtained, the characteristics of which product are as follows: 
Mass IE 

m/z=439 M"- 

m/z=395 (M - CONHi)"^ base peak 

30 m/z=219 C8H4NOSF3^ 
m/z=185 C7H9N202S^ 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.45 (s: 6H); 4.76 (broad s: 2H); 
7.70 (d, J = 8.5 Hz: 2H); 7.72 (mt: IH); 7.89 (d, J = 8.5 Hz: 2H); 8.12 (broad s: IH); 8.68 (d, 
J = 5.5 Hz: IH). 
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Example 218 : 5,5-Dimethyl-l-[2-(methylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methaiiesulfanylphenyl)iinidazolidme-2,4-dione 

0.025 g of methylamine hydrochloride, 0.005 g of hydroxybenzotriazole hydrate, 0.105 ml of 
triethylamine and 72 mg of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 
5 are successively added to a solution of 0.055 g of 5,5-dimethyl-l-(2-hydroxycarbonylpyrid-4- 
ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione in 2 ml of 
dichloromethane, under an inert atmosphere of argon, at a temperature in the region of 20°C. 
Stirring is continued at this temperature for about 16 hours. The reaction mixture is washed 
with water and the organic phase is dried over magnesium sulfate, filtered and then 

1 0 concentrated under reduced pressure. The crude product thus obtained is purified by flash 
chromatography using a cartridge 16 mm in diameter packed with 5 g of conditioned 20-40 
^m silica, and then eluted with a mixture (dichloromethane/methanol) (95/05) (v/v) at a flow 
rate of 10 ml/minute. The fi^ctions containing the expected product are concentrated under 
reduced pressure. 0.013 gof 5,5-dimethyl-l-[2-(methylamino)carbonylpyrid-4-ylmethyl]-3- 

1 5 (4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of a 
white powder, the characteristics of which are as follows: 
Mass IE 
■ m/z^452 MT"* 



1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.44 (s: 6H); 2.85 (d, J = 5 Hz: 3H); 
4.76 (broad s: 2H); 7.67 (dd, J = 5 and 2 Hz: IH); 7.70 (broad d, J = 8.5 Hz: 2H); 7.89 (broad 
d, J = 8.5 Hz: 2H); 8.10 (broad s: IH); 8.60 (d, J = 5 Hz: IH); 8.75 (broad q, J = 5 Hz: IH). 
25 Example 219 : 5,5-Dimethyl-l-(2-aminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

A solution of 0.04 g of 5,5-dimethyl-l-(2-cyanopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione in 1 ml of 98% sulfuric acid is maintained at 40°C 
for 30 minutes. The mixture is taken up in 1 5 ml of ice-cold water and then neutralized with 
30 normal sodium hydroxide solution. The solution thus obtained is extracted with 100 ml of 
ethyl acetate. The organic phase is dried over magnesium sulfate, filtered and then 
concentrated under reduced pressure. The crude product thus obtained is purified by flash 
chromatography using a cartridge 1 6 mm in diameter packed with 5 g of conditioned 20-40 
\im silica, and then eluted with dichloromethane at a flow rate of 10 ml/minute. The fi^ctions 



20 m/z^219 



m/z=148 



m/z=395 



(M - C2H30N)^base peak 

CgHjNOSFs^ 

CgHgNjO^ 
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containing the expected product are concentrated under reduced pressure. 0.017 g of 5,5- 
dimethy 1- 1 -(2-aminocarbony lpyrid-4-ylmethy l)-3 -(4-trifluoromethanesulfany Ipheny 1)- 
imida2olidine-2,4-dione is thus obtained in the form of an amorphous white powder, the 
characteristics of which product are as follows: 
5 Mass BE 

m/z=438 M*^ base peak 

m/zr=423 (M-CHs)^ 
m/z=393 (M - CHaNOf 

m/z=219 C8H4NOSF3'^ 
10 m/z=135 CtHtNiO^ 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.44 (s: 6H); 4.76 (broad s: 2H); 
from 7.60 to 7.70 (mt: 2H); 7.71 (broad d, J = 8.5 Hz: 2H); 7.89 (broad d, J = 8.5 Hz: 2H); 
8.1 1 (broad s: 2H); 8.60 (d, J = 5.5 Hz: IH). 

Example 220 : 5,5-Dimethyl-l-(2-morpholinopyrid-4-ylmethyl)-3-(4-trifluoro- 

1 5 methoxyphenyl)imidazolidine-2,4-dione 

A sealed 2,5 ml tube containing 0.05 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione, 0.5 ml of dimethylformamide, 0.034 g of 
potassium carbonate and 0.021 ml of morpholine is placed in a Personal Chemistiy Emrys 
Optimiser microwave oven. The mixture is irradiated with magnetic stirring at 210°C for 

20 about 50 minutes. The reaction mixture is placed on a Bond Elut Varian cartridge of 

reference 1225-6053 containmg 2 g of SCX phase conditioned with dimethylformamide. The 
cartridge is washed with methanol and then eluted with 2M ammoniacal methanol. The 
ammoniacal fractions are concentrated to dryness under reduced pressure. The residue thus 
obtained is purified by flash chromatography using a cartridge 16 mm in diameter packed 

25 with 2 g of conditioned 15-35 [im silica, and then eluted with a mixture (cyclohexane/ethyl 
acetate) (8/2) (v/v) at a flow rate of 10 ml/minute. The fractions between 160 and 260 ml are 
concentrated to dryness under reduced pressure. 0.01 g of 5,5-dimethyl-l-(2-morpholino- 
pyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is thus obtained in 
the form of a powder, the characteristics of which product are as follows: 

30 Mass BE 

ni/z=464 M"- 

m/z=433 (M - CHsO)^ base peak 

m/z=419 (M-C2H50)^ 
m/z=407 (M-CsHsO)^ 
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in/z=379 (M - C4H5NO)^ 

in/z=203 C8H4N02F3^ 
m/z=176 CioHnNaO^- 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.42 (s: 6H); 3.44 (broad t, J = 5 Hz: 
5 4H); 3.72 (broad t, J = 5 Hz: 4H); 4.53 (broad s: 2H); 6.75 (broad d, J = 5.5 Hz: IH); 6.85 
(broad s: IH); 7.54 (broad d, J = 8.5 Hz: 2H); 7.64 (d, J = 8.5 Hz: 2H); 8.10 (d, J = 5.5 Hz: 
IH). 

Example 221 : 5,5-Dimethyl- 1 -(2-morpholmopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

10 A sealed 2.5 ml tube containing 0.05 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifIuoromethanesulfanylphenyl)imidazoIidine-2,4-dione and 0.5 ml of morpholine is placed 
in a Personal Chemistry Emrys Optimiser microwave oven. The mixture is irradiated with 
magnetic stirring at 160°C for about 70 minutes. The reaction mixture is purified by 
preparative LC/MS. The fractions containing the expected product are concentrated to 

1 5 dryness under reduced pressure. The residue thus obtained is taken up in methanol and then 
placed on a Bond Elut Varian cartridge of reference 1225-6053 containing 2 g of SCX phase 
conditioned with methanol. The cartridge is washed with methanol and then eluted with 2M 
ammoniacal methanol. The ammoniacal fi-actions are concentrated to dryness under reduced 
pressure. 0.03 g of 5,5-dimethyH-(2-morpholinopyrid-4-ylmethyl)-3-(4-trifluoromethane- 

20 sulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of a powder, the 
characteristics of which are as follows: 
Mass IE 

m/z=480 W' 

m/z=449 (M - CHsO)"^ base peak 

25 m/2P=435 (M - C2H50)^ 

m/2r=423 (M-CaHsO)^ 
m/z=219 C8H4NOSF3^ 
m/z=176 CioHnNiO"" 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.42 (s: 6H); 3.45 (broad t, J = 5 Hz: 
30 4H); 3.71 (broad t, J = 5 Hz: 4H); 4.54 (broad s: 2H); 6.75 (broad d, J = 5.5 Hz: IH); 6.84 
(broad s: IH); 7.68 (broad d, J = 8.5 Hz: 2H); 7.88 (d, J = 8.5 Hz: 2H); 8.09 (d, J = 5.5 Hz: 
IH). 

Example 222 : 5,5-Dimethyl- 1 -(2-dimethylaminopyrid-4-ylmethyl>3 -(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 
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A sealed 2.5 ml tube containing 0.05 g of 5,5-dimethyl-l-(2-chloropyrid-4-yImethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iniidazolidine-2,4-dione, 0.4 ml of isopropylamine and 
0.1 ml of dimethylformamide is placed in a Personal Chemistry Emrys Optimiser microwave 
oven. The mixture is irradiated with magnetic stirring at 140**C for about 130 minutes. The 
5 reaction mixture is purified by preparative LC/MS. The fractions containing the expected 
product are concentrated to dryness under reduced pressure. The residue thus obtained is 
taken up in methanol and then placed on a Bond Elut Varian cartridge of reference 1225- 
6053 containing 2 g of SCX phase conditioned with methanol. The cartridge is washed with 
methanol and then eluted with 2M ammoniacal methanol. The ammoniacal fractions are 
1 0 concentrated to dryness under reduced pressure. 0.0 1 3 g of 5,5-dimethyl- 1 -(2- 

dimethylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione is thus obtained in the form of a powder, the characteristics of which are as follows: 
Mass IC 

m/z=439 MlT base peak 

15 IrNMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.42 (s: 6H); 3.03 (s: 6H); 4.53 
(broad s: 2H); 6.62 (broad d, J = 5.5 Hz: IH); 6.65 (broad s: IH); 7.68 (broad d, J = 8.5 Hz: 
2H); 7.87 (d, J = 8.5 Hz: 2H); 8.03 (d, J = 5.5 Hz: IH). 

Example 223 : 5,5-DimethyH-(2-methylaminopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

20 A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyH-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.5 ml of N-methyl-2-pyrrolidone, 
0.016 mg of methylamine hydrochloride and 0.064 ml of triethylamine is placed in a 
Personal Chemistry Emrys Optimiser microwave oven. The mixture is irradiated with 
magnetic stirring at 180°C for about 80 minutes. The reaction mixture is purified by 

25 preparative LC/MS. The fractions containing the expected product are concentrated to 

dryness under reduced pressure. The residue thus obtained is taken up in methanol and then 
placed on a Bond Elut Varian cartridge of reference 1225-6054 containing 3 g of SCX phase 
conditioned with methanol. The cartridge is washed with methanol and then eluted with 2M 
ammoniacal methanol. The ammoniacal fractions are concentrated to dryness under reduced 

30 pressure. The residue thus obtained is purified by flash chromatography using a cartridge 
16 mm in diameter packed with 2 g of conditioned 15-35 ^m silica, and then eluted with 
dichloromethane, at a flow rate of 5 ml/minute. The fractions containing the expected product 
are concentrated to dryness under reduced pressure. 0.021 g of 5,5-dimethyl-l-(2- 
methylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione 
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is thus obtained in the form of an amorphous white powder, the characteristics of which 
product are as follows: 
Mass EE 

m/z=424 M*^ base peak 
5 m/z=396 (M-CHjN)^ 
m/z=219 CgHjNOSFa^ 
m/z=120 CyHgNi^- 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.42 (s: 6H); 2.77 (d, J = 5 Hz: 3H); 
4.48 (broad s: 2H); 6.42 (mt: IH); 6.46 (broad s: IH); 6.52 (broad d, J = 5.5 Hz: IH); 7.69 
1 0 (broad d, J = 8.5 Hz: 2H); 7.89 (broad d, J = 8.5 Hz: 2H); 7.94 (d, J = 5.5 Hz: IH). 

Example 224 : 5,5-Dimethyl-l -(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanyIphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.2 ml of N-methyl-2-pyrrolidone 

1 5 and 0.4 ml of cyclohexylamine is placed in a Personal Chemistry Emrys Optimiser 

microwave oven. The mixture is irradiated with magnetic stirring at 200®C for about 50 
minutes. The reaction mixture is purified by preparative LC/MS. The fractions containing the 
expected product are concentrated to dryness under reduced pressure. The residue thus 
obtained is taken up in methanol and then placed on a Bond Elut Varian cartridge of 

20 reference 1225-6054 containing 3 g of SCX phase conditioned with methanol. The cartridge 
is washed with methanol and then eluted with 2M ammoniacal methanol. The ammoniacal 
fractions are concentrated to dryness under reduced pressure. The residue thus obtained is 
purified by flash chromatography using a cartridge 16 mm in diameter packed with 2 g of 
conditioned 15-35 ^m silica, and then eluted with dichloromethane, at a flow rate of 

25 5 ml/minute. The fractions between 15 and 45 ml are concentrated to dryness under reduced 
pressure. 0.017 g of 5,5-dimethyl-l-(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of an amorphous 
powder, the characteristics of which product are as follows: 
MassDE 

30 m/zp=492 M^ 

ni/z=449 (M-CsHt)" 

m/zr=435 (M-CsHy^ 

m/z=4 10 (M - CeHio)^ base peak 

m/zr=219 C8H4N0SF3^ 
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m/z=175 CnHisNz" 
m/z^98C6Hi2N^ 

Ir NMR spectrum (400 MHz, (€03)280 d6, □ in ppm): from 1 . 10 to 1 .40 (mt: 5H); 1 .43 (s: 
6H); from 1.55 to 2.00 (mt: 5H); 3.67 (mt: IH); 4.45 (s: 2H); 6.28 (d, J = 8 Hz: IH); 6.44 
5 (broad s: IH); 6.46 (broad d, J = 5.5 Hz: IH); 7.68 (broad d, J = 9 Hz: 2H); from 7.85 to 7.95 
(mt: 3H). 

Example 225 : 5,5-Dimethyl- 1 -(2-isopropylaminopyrid-4-ylmethyl)-3 -(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 

1 0 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.2 ml of N-methyl-2-pyrrolidone 
and 0.4 ml of isopropylamine is placed in a Personal Chemistry Emrys Optimiser microwave 
oven. The mixture is irradiated with magnetic stirring at 200*^0 for about 70 minutes. The 
reaction mixture is purified by preparative LC/MS. The fractions containing the expected 
product are concentrated to diyness under reduced pressure. The residue thus obtained is 

1 5 taken up m methanol and then placed on a Bond Elut Varian cartridge of reference 1225- 
6027 containing 5 g of SCX phase conditioned with methanol. The cartridge is washed with 
methanol and then eluted with 2M ammoniacal methanol. The ammoniacal fractions are 
concentrated to dryness under reduced pressure. The residue thus obtained is purified by flash 
chromatography using a cartridge 16 mm in diameter packed with 2 g of conditioned 15-35 

20 \im silica, and then eluted with dichloromethane, at a flow rate of 5 ml/minute. The fractions 
between 10 and 35 ml are concentrated to dryness under reduced pressure. 0.008 g of 5,5- 
dimethyl- 1 -(2-isopropy laminopyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfany Ipheny 1)- 
imidazolidine-2,4-dione is thus obtained in the form of an amorphous powder, the 
characteristics of which product are as follows: 

25 Mass EE 

m/z=452 ]Vr- 

m/z=437 (M - CH^f base peak 
m/z=410 (M-CsHfi)^ 
m/z=219 C8H4NOSF3^ 
30 m/z=134 CgHioNj"^ 
m/z=58C3H8N^ 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.13 (d, J = 6.5 Hz: 6H); 1.42 (s: 
6H); 3.98 (mt: IH); 4.45 (broad s: 2H); 6.27 (broad d, J = 7.5 Hz: IH); 6.42 (broad s: IH); 
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6.46 (broad d, J = 5.5 Hz: IH); 7.68 (broad d, J = 8 Hz: 2H); 7.88 (broad d, J = 8 Hz: 2H); 
7.90(4 J = 5.5 Hz: IH). 

Example 226 : 5,5-Dimethyl- 1 -(2-piperidinopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanyl- 
phenyl)imidazolidine-2,4-dione 
5 A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.2 ml of N-methyl-2-pyrrolidone 
and 0.4 ml of piperidine is placed in a Personal Chemistry Emrys Optimiser microwave oven. 
The mixture is irradiated with magnetic stirring at 200®C for about 30 minutes. The reaction 
mixture is purified by preparative LC/MS. The Ifractions containing the expected product are 

1 0 concentrated to dryness under reduced pressure. The residue thus obtained is taken up in 

methanol and then placed on a Bond Elut Varian cartridge of reference 1225-6027 containing 
5 g of sex phase conditioned with methanol. The cartridge is washed with methanol and 
then eluted with 2M ammoniacal methanol. The £mimoniacal fractions are concentrated to 
dryness under reduced pressure. The residue thus obtained is purified by flash 

1 5 chromatography using a cartridge 16 mm in diameter packed with 2 g of conditioned 15-35 
\im silica, and then eluted with dichloromethane, at a flow rate of 5 ml/minute. The fractions 
between 10 and 30 ml are concentrated to dryness under reduced pressure. 0.07 g of 5,5- 
dimethyl-l-(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolid- 
ine-2,4-dione is thus obtained in the form of an amorphous powder, the characteristics of 

20 which product are as follows: 
Mass IE 

m/z=478 NT base peak 

m/z=449 (M-C2H5f 
ni/z=422 (M - C4Hs)^ 

25 m/z=395 (M - C5H9N)'' 

m/z=219 C8H4NOSF3'' 
m/z=161 CioHisNj'' 
m/2=84C5H,olNr 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.42 (s: 6H); from 1.45 to 1.65 (mt: 
30 6H); 3.52 (broad t, J = 5 Hz: 4H); 4.52 (broad s: 2H); 6.64 (broad d, J = 5.5 Hz: IH); 6.83 
(broad s: IH); 7.68 (d, J = 8.5 Hz: 2H); 7.88 (d, J = 8.5 Hz: 2H); 8.04 (d, J = 5.5 Hz: IH). 
Example 227 : 5,5-Dimethyl-l-[2-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione 
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A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.2 ml of N-methyl-2-pyrrolidone 
and 0.4 ml of N-methylpiperazine is placed in a Personal Chemistry Emrys Optimiser 
microwave oven. The mixture is irradiated with magnetic stirring at 200®C for about 30 
5 minutes. The reaction mixture is purified by preparative LC/MS. The fractions containing the 
expected product are concentrated to dryness under reduced pressure. The residue thus 
obtained is taken up in methanol and then placed on a Bond Elut Varian cartridge of 
reference 1225-6027 containing 5 g of SCX phase conditioned with methanol. The cartridge 
is washed with methanol and then eluted with 2M ammoniacal methanol. The ammoniacal 

1 0 fractions are concentrated to dryness under reduced pressure. The residue thus obtained is 
purified by flash chromatography using a cartridge 16 nrni in diameter packed with 2 g of 
conditioned 15-35 ^m silica, and then eluted with dichloromethane, at a flow rate of 
5 ml/minute. The fractions between 105 and 135 ml are concentrated to dryness under 
reduced pressure. 0.028 g of 5,5-dimethyl-l-[2-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4- 

1 5 trifluoromethanesuIfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of an 
amorphous powder, the characteristics of which product are as follows: 
Mass EE 

m/z=493 IVT 

ni/2r=423 (M - C4H8N)"' base peak 

20 m/z=219 CgHjNOSFa" 
m/z=176 CioHuNs"^ 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.42 (s: 6H); 2.23 (s: 3H); 2.40 
(broad t, J = 5 Hz: 4H); 3.50 (broad t, J = 5 Hz: 4H); 4.53 (broad s: 2H); 6.70 (broad d, J = 
5.5 Hz: IH); 6.85 (broad s: IH); 7.69 (d, J = 8.5 Hz: 2H); 7.88 (d, J = 8.5 Hz: 2H); 8.07 (d, 
25 J =5.5 Hz: IH). 

Example 228 : 5,5-Dimethyl-l-(2-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.2 ml of N-methyl-2-pyrrolidone 
30 and 0.4 ml of aniline is placed in a Personal Chemistry Emrys Optimiser microwave oven. 
The mixture is irradiated with magnetic stirring at 200®C for about 30 minutes. The reaction 
mixture is purified by preparative LC/MS. The fractions containing the expected product are 
concentrated to dryness under reduced pressure. The residue thus obtained is taken up in 
methanol and then placed on a Bond Elut Varian cartridge of reference 1225-6027 containing 
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5 g of sex phase conditioned with methanol. The cartridge is washed with methanol and 
then eluted with 2M ammoniacal methanol. The ammoniacal fiactions are concentrated to 
dryness under reduced pressure. The residue thus obtained is purified by flash 
chromatography using a cartridge 16 mm in diameter packed with 2 g of conditioned 1S-3S 
5 \im silica, and then eluted with dichloromethane, at a flow rate of 5 ml/minute. The fractions 
between 40 and 85 ml are concentrated to dryness under reduced pressure. 0.082 g of 5,5- 
dimethyl- 1 -(2-phenylaminopyrid-4-y lmethyl)-3 -(4-trifluoromethanesulfany Ipheny 1)- 
imidazolidine-2,4-dione is thus obtained in the form of an amorphous powder, the 
characteristics of which product are as follows: 
10 Mass IE 

m/z=486 IVT 

m/z=485 (M - H)^ base peak 

m/z=417 (M--CF3)"' 
m/z=182 Ci2HioN2^- 

15 1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1 .46 (s: 6H); 4.55 (broad s: 2H); 
6.80 (broad d, J = 5.5 Hz: IH); 6.84 (broad s: IH); 6.88 (broad t, J = 7.5 Hz: IH); 7.25 (dd, J 
= 8 and 7.5 Hz: 2H); 7.67 (broad d, J = 8 Hz: 2H); 7.69 (d, J = 8.5 Hz: 2H); 7.88 (broad d, J = 
8.5 Hz: 2H); 8.01 (d, J = 5.5 Hz: IH); 9.01 (broad s: IH). 

Example 229 : 5,5-Dimethyl- 1 -[2-(4-piperazino)pyrid-4-ylmethyl]-3-(4-trifluoromethane- 

20 sulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.6 ml of N-methyl-2-pyrrolidone 
and 0. 123 g of piperazine is placed in a Personal Chemistry Emrys Optimiser microwave 
oven. The mixture is irradiated with magnetic stirring at 200®C for about 30 minutes. The 

25 reaction mixture is purified by preparative LC/MS. The fractions containing the expected 
product are concentrated to dryness under reduced pressure. The residue thus obtained is 
taken up in methanol and then placed on a Bond Elut Varian cartridge of reference 1225- 
6027 containing 5 g of SCX phase conditioned with methanol. The cartridge is washed with 
methanol and then eluted with 2M ammoniacal methanol. The anmioniacal fractions are 

30 concentrated to dryness under reduced pressure. The residue thus obtained is purified by flash 
chromatography using a cartridge 16 mm in diameter packed with 2 g of conditioned 15-35 
\im silica, and then eluted with dichloromethane, at a flow rate of 5 ml/minute. The fractions 
between 45 and 1 10 ml are concentrated to dryness under reduced pressure. 0.042 g of 5,5- 
dimethyl-l-[2-(4-piperazino)pyrid-4-ylmethyl]-3-(4-trifluoromethanesulfanylphenyl)- 



FRAV2003/0002 US NP 



181 



imidazolidme-2,4-dione is thus obtained in the form of an amorphous powder, the 
characteristics of which product are as follows: 
Mass IC 

m/z=480 MFt base peak 

5 Ir NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.43 (s: 6H); 2.79 (broad t, J = 5 Hz: 
4H); 3.41 (broad t, J = 5 Hz: 4H); 4.52 (broad s: 2H); 6.69 (broad d, J = 5.5 Hz: IH); 6.82 
(broad s: IH); 7.69 (broad d, J = 8.5 Hz: 2H); 7.88 (d, J = 8.5 Hz: 2H); 8.06 (d, J = 5.5 Hz: 
IH). 

Example 230 : 5,5-DimethyH -(2-ethylaminopyrid-4-ylmethyl)-3-(4-trifluoromethane- 

1 0 sulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.5 ml of N-methyl-2-pyrrolidone, 
0.019 g of ethylamine hydrochloride and 0.064 ml of triethylamine is placed in a Personal 
Chemistry Emrys Optimiser microwave oven. The mixture is irradiated with magnetic 

1 5 stirring at 200®C for about 120 minutes. The reaction mixture is purified by preparative 
LC/MS. The fractions containing the expected product are concentrated to dryness under 
reduced pressure. The residue thus obtained is taken up in methanol and then placed on a 
Bond Elut Varian cartridge of reference 1225-6027 containing 5 g of SCX phase conditioned 
with metheinoL The cartridge is weished with methanol and then eluted with 2M anmioniacal 

20 methanol. The ammoniacal fractions are concentrated to dryness under reduced pressure. The 
residue thus obtained is purified by flash chromatography using a cartridge 16 mm in 
diameter packed with 2 g of conditioned 15-35 jim silica, and then eluted with 
dichloromethane, at a flow rate of 5 ml/minute. The fractions between 280 and 300 ml are 
concentrated to dryness under reduced pressure. 0.033 g of 5,5-dimethyl-l-(2-ethyIamino- 

25 pyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione is thus 
obtained in the form of an amorphous powder, the characteristics of which product are as 



follows: 




m.p. = 136°C 




Mass IE 




m/r=438 


NT- 


ni/z=423 


CM -CH3)* 


m/z=395 


(M - CjHsN)^ 


ni/z=369 


(M - -CFjf 


m/z^l21 


CtHsNz" 
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m/z=44 CzHfiN^ 

IrNMR spectrum (300 MHz, (CD3)2SOd6, □ inppm): 1.14 (t, J = 7 Hz: 3H); 1.44 (s: 6H); 
3,26 (mt: 2H); 4.47 (broad s: 2H); 6.40 (broad t, J - 5.5 Hz: IH); 6.45 (broad s: IH); 6.50 
(broad d, J = 5.5 Hz: IH); 7.69 (broad d, J = 8.5 Hz: 2H); 7.89 (broad d, J = 8.5 Hz: 2H); 7.92 
5 (d, J = 5.5 Hz: IH). 

Example 23 1 : 5,5-Dimethy 1- 1 -(2-beiizylaminopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione, 0.2 ml of N-methyl-2-pyrrolidone 

1 0 and 0.4 ml of benzylamine is placed in a Personal Chemistry Emrys Optimiser microwave 
oven. The mixture is irradiated with magnetic stirring at 200°C for about 30 minutes. The 
reaction mixture is purified by preparative LC/MS. The fractions containing the expected 
product are concentrated to dryness under reduced pressure. The residue thus obtained is 
taken up in methanol and then placed on a Bond Elut Varian cartridge of reference 1225- 

15 6027 containing 5 g of SCX phase conditioned with methanol. The cartridge is washed with 
methanol and then eluted with 2M ammoniacal methanol. The ammoniacal fractions are 
concentrated to dryness under reduced pressure. The residue thus obtained is purified by flash 
chromatography using a cartridge 16 mm in diameter packed with 2 g of conditioned 15-35 
^m silica, and then eluted with dichloromethane, at a flow rate of 5 ml/minute. The fractions 

20 between 10 and 50 ml are concentrated to dryness under reduced pressure. 0.035 g of 5,5- 
dimethy 1- 1 -(2-benzy laminopyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfanylpheny 1)- 
imidazolidine-2,4-dione is thus obtained in the form of an amorphous powder, the 
characteristics of which are as follows: 
m.p. 144°C 

25 Mass IE 

m/z=500 M^ base peak 

m/z=431 (M-'CFsf 
m/z=196 Ci3H,2N2^ 
m/z=106 Cjlh^ 

30 m/z=91C7H7^ 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.39 (s: 6H); 4.47 (broad s: 2H); 
4.48 (d, J = 6 Hz: 2H); 6.5 1 (broad s: IH); 6.54 (broad d, J = 5.5 Hz: IH); 7.02 (broad t, J = 6 
Hz: IH); from 7.15 to 7.35 (mt: 5H); 7,68 (broad d, J = 8.5 Hz: 2H); 7.89 (d, J = 8.5 Hz: 2H); 
7.92 (d, J = 5.5 Hz: IH). 
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Example 232 : 5,5-Dimethyl-l-[2-(4-methoxybenzylamino)pyrid-4-ylmethyl]-3-(4-tri£luoro^ 
methanesuIfanylphenyl)imidazoIidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesuIfanylphenyl)imida2olidine-2,4-dione, 0.2 ml of N-methyl-2-pyiTolidone 
5 and 0.4 ml of para-methoxybenzylamine is placed in a Personal Chemistry Emrys Optimiser 
microwave oven. The mixture is irradiated with magnetic stirring at 200°C for about 30 
minutes. The reaction mixture is purified by preparative LC/MS. The fractions containing the 
expected product are concentrated to dryness under reduced pressure. The residue thus 
obtained is taken up in methanol and then placed on a Bond Elut Varian cartridge of 

10 reference 1225-6027 containing 5 g of SCX phase conditioned with methanol. The cartridge 
is washed with methanol and then eluted with 2M ammoniacal methanol. The ammoniacal 
fractions are concentrated to dryness under reduced pressure. The residue thus obtained is 
purified by flash chromatography using a cartridge 16 mm in diameter packed with 2 g of 
conditioned 15-35 jim silica, and then eluted with dichloromethane, at a flow rate of 

15 5 ml/minute. The fractions between 5 and 55 ml are concentrated to dryness under reduced 
pressure. 0.035 g of 5,5-dimethyl-l-[2-(4-methoxybenzylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of an 
amorphous powder, the characteristics of which product are as follows: 
Mass IE 

20 m/z=530 MT 

m/z=461 (M--CF3)'^ 

ni/z=136 CsHioNO^ 

m/z= 1 2 1 QHpO^ base peak 

1h NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.39 (s: 6H); 3.72 (s: 3H); 4.39 (d, 
25 J = 5.5 Hz: 2H); 4.46 (broad s: 2H); 6.48 (broad s: IH); 6.53 (broad d, J = 5.5 Hz: IH); 6.87 
(broad d, J = 8.5 Hz: 2H); 6.93 (t, J = 5.5 Hz: IH); 7.25 (broad d, J = 8.5 Hz: 2H); 7.68 
(broad d, J = 8.5 Hz: 2H); 7,89 (broad d, J = 8.5 Hz: 2H); 7.92 (d, J = 5.5 Hz: IH). 
Example 233 : 5,5-Dimethy 1- 1 -(2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanyl- 
phenyl)imidazolidine-2,4-dione, 
30 0.5 ml of trifluoroacetic acid is added to a solution of 0.035 g of 5,5-dimethyl-l-[2-(4- 

methoxybenzylamino)pyrid-4-ylmethyl]-3-(4-trifluoromethanesulfanylphenyl)imidazolidine- 
2,4-dione in 0.5 ml of dichloromethane, at a temperature in the region of 20®C. Stirring is 
continued at this temperature for 5 hours. The reaction mixture is purified by preparative 
LC/MS. The fractions containing the expected product are concentrated to drj^ess under 
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reduced pressure. The residue thus obtained is taken up in methanol and then placed on a 
Bond Elut Varian cartridge of reference 1225-6027 containing 5 g of SCX phase conditioned 
with methanol. The cartridge is washed with methanol and then eluted with 2M ammoniacal 
methanol. The ammoniacal fractions are concentrated to dryness under reduced pressure. 
5 0.0 1 5 g of 5,5-dimethyl- 1 -(2-aminopyrid-4-y lmethyl)-3-(4-trifluoromethanesulfanylpheny 1)- 
imidazolidine-2,4-dione is thus obtained in the form of a powder, the characteristics of which 
product are as follows: 
m.p.: 161^*0 
Mass EE 

10 m/z=410 base peak 

m/z=395 (M-CHs)^ 
m/z=219 C8H4NOSF3^ 
m/z=148 C7H6N30'^ 
m/z=107 C6H7N2^ 

15 1h NMR spectrum (300 MHz, (003)280 d6, □ in ppm): 1 .43 (s: 6H); 4.46 (broad s: 2H); 
5.86 (broad s: 2H); 6.46 (broad s: IH); 6.53 (broad d, J = 5.5 Hz: IH); 7.69 (broad d, J = 8,5 
Hz: 2H); 7.84 (d, J = 5.5 Hz: IH); 7.89 (broad d, J = 8.5 Hz: 2H). 

Example 234 : 5,5-Dimethyl- 1 -(2-acetamidopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfany 1- 
phenyl)imidazolidine-2,4-dione 

20 A solution of 0.050 g of 5,5-dimethyl-l-(2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethane- 
sulfanyIphenyl)imidazolidine-2,4-dione in 5 ml of acetic anhydride is stirred under an inert 
atmosphere of argon for 24 hours at.a temperature in the region of 80®C. The reaction 
mixture is purified by preparative LC/MS, The fractions containing the expected product are 
concentrated to dryness under reduced pressure. The residue thus obtained is taken up in 

25 methanol and then placed on a Bond Elut Varian cartridge of reference 1225-6027 containing 
5 g of SCX phase conditioned with methanol. The cartridge is washed with methanol and 
then eluted with 2M ammoniacal methanol. The ammoniacal fractions are concentrated to 
dryness under reduced pressure. 0.006 g of 5,5-dimethyl- l-(2-acetamidopyrid-4-ylmethyl)-3- 
(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of a 

30 powder, the characteristics of which product are as follows: 
Mass IE 

m/z=452 IVf 

m/z=410 (M-C2H20)^ base peak 

m/z=395 (m/z=4 1 0 - CH^y 
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m/z=219 C8H4NOSF3^ 
m/z=150 CgHioNjO* 
m/z=107 C6H7N2"' 
m/z=43 CjHsO"^ 

5 NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.44 (broad s: 6H); 2.1 1 (s: 3H); 
4,65 (broad s: 2H); 7.15 (broad d, J = 5.5 Hz: IH); 7.68 (broad d, J = 8.5 Hz: 2H); 7.89 
(broad d, J = 8.5 Hz: 2H); 8.14 (broad s: IH); 8.27 (d, J = 5.5 Hz: IH); 10.49 (unresolved 
complex: IH). 

Example 235 : 5,5-Dimethyl- 1 -(2-/er/-butoxycarbonyIaminopyrid-4-ylmethyl)-3-(4-trifluoro- 

1 0 methanesulfanylphenyl)imidazolidine-2,4-dione 

0.05 g of 5,5-dimethyl-l-(2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)- 
imidazolidine-2,4-dione is added portionwise to a solution of 0.029 g of di-/err-butyl 
dicarbonate in 0.65 ml of tert-hutyl alcohol, under an inert atmosphere of argon at a 
temperature in the region of 20®C. Stirring is continued at this temperature for 24 hours. The 

1 5 reaction mixture is concentrated to dryness under reduced pressure. The residue thus obtained 
is purified by flash chromatography using a cartridge 16 mm in diameter packed with 5 g of 
conditioned 20-40 ^im silica, and then eluted with a mixture (cyclohexane/ethyl acetate) (8/2) 
(v/v). The fractions between 260 and 400 ml are concentrated under reduced pressure. 
0.035 g of 5,5-dimethyl-l-(2-/er^-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluorometh- 

20 anesulfanyIphenyl)imidazolidine-2,4-dione is thus obtained, the characteristics of which 
product are as follows: 
Mass IC 

m/z=5 1 1 MH*^ base peak 

^H NMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.43 (s: 6H); 1.49 (s: 9H); 4.63 
25 (broad s: 2H); 7.08 (broad dd, J = 5.5 and 1.5 Hz: IH); 7.68 (broad d, J = 9 Hz: 2H); 7.84 
(broad s: IH); 7.87 (broad d, J = 9 Hz: 2H); 8.19 (d, J = 5.5 Hz: IH); 9.73 (broad s: IH). 
Example 236 : 5,5-Oimethyl-l-(2-methylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione 

0.010 ml of methanesulfonyl chloride is added to a solution of 0.050 g of 5,5-dimethyl-l-(2- 
30 aminopyrid-4-ylmethyl)-'3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione in 

0.4 ml of pyridine, under an inert atmosphere of argon at a temperature in the region of 20°C. 
Stirring is continued at this temperature for 2 hours. The reaction mixture is poured into 
50 ml of saturated sodium bicarbonate solution and then extracted with 2x50 ml of ethyl 
acetate. The organic phase is dried over magnesium sulfate, filtered and then concentrated to 
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dryness under reduced pressure. 0.020 g of 5,5-dimethyl-l-(2-methylsulfonylaminopyrid-4- 
ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)iniidazolidine-2,4-dione is thus obtained in 
the form of a white powder, the characteristics of which product are as follows: 
m.p.: 208^C 
5 Mass EE 

ni/z=488 base peak 

m/z=473 (M-CHa)^ 
m/z^09 (M - SOzCHa)^ 

m/z=219 C8H4NOSF3^ 
10 m/z=185 CtHpNjOjS^ 

NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.45 (s: 6H); 3.27 (unresolved 
complex: 3H); 4.63 (broad s: 2H); from 6.95 to 7.10 (unresolved complex: 2H); 7.68 (broad 
d, J = 8.5 Hz: 2H); 7.89 (broad d, J = 8.5 Hz: 2H); 8.17 (unresolved complex: IH). 
Example 237 : 5,5-Dimethyl-l-(2-methoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 

1 5 methanesulfanylphenyl)imidazolidine-2,4-dione 

0.056 ml of methyl chloroformate is added to a solution of 0.100 g of 5,5-dimethyl-l-(2- 
aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione in 
1 .5 ml of pyridine, under an inert atmosphere of argon at a temperature in the region of 20°C. 
Stirring is continued at this temperature for 20 hours. A further 0.56 ml of methyl 

20 chloroformate is added. Stirring is continued at this temperature for 20 hours. The reaction 
mixture is taken up in 5 ml of ethyl acetate, and then washed successively with 5 ml of water, 
5 ml of saturated sodiimi chloride solution and then 5 ml of water. The organic phase is dried 
over magnesium sulfate, filtered and then concentrated to dryness under reduced pressure. 
The residue obtained is purified on a Kromasil CI 8, 5 ^m column (100 x 20 mm), eluting 

25 with a linear gradient of from 5% to 95% acetonitrile containing 0.07% (v/v) of 
trifluoroacetic acid (TFA) in water containing 0.07% (v/v) TFA, at a flow rate of 
10 ml/minute. The fractions containing the expected product are concentrated to dryness 
under reduced pressure. The residue obtained is taken up in methanol and then placed on a 
Bond Elut Varian cartridge of reference 1225-6027 containing 5 g of SCX phase conditioned 

30 with methanol. The cartridge is washed with methanol and then eluted with 2M ammoniacal 
methanol. The anunoniacal flections are concentrated to dryness under reduced pressure. 
0.024 g of 5,5-dimethyl-l-(2-methoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluorometh- 
anesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of a white solid, the 
characteristics of which product are as follows: 
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Mass IE 



in/z=453 



in/z=468 



base peak 
(M-CHa)^ 



m/z=410 



(M-C2H2O2)' 

C8H4NOSF3* 

CgHioNaOz^ 



5 m/z=219 



m/z=166 



IhNMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.44 (s: 6H); 3.70 (s: 3H); 4.65 
(broad s: 2H); 7.12 (dd, J = 5.5 and 2 Hz: IH); 7.69 (broad d, J = 9 Hz: 2H); 7.89 (broad d, J 
= 9 Hz: 2H); 7.90 (broad s: IH); 8.23 (d, J = 5.5 Hz: IH); 10.18 (broad s: IH). 
1 0 Example 238 : 5 ,5-Dimethy 1- 1 -(2-chloropyrid-4-ylmethy l)-3 -(3 -chloro-4-trifluoromethane- 
suIfanylphenyl)imidazolidine-2,4-dione 

0.1 g of sodium hydride is added to a solution of 0.417 g of 5,5-dimethyl-3-<3-chloro-4- 
trifluoromethyIsulfanylphenyl)imidazolidine-2,4-dione in 20 ml of anhydrous 
dimethylformamide, under an inert atmosphere of argon at a temperature in the region of 0®C. 

15 Stirring is continued at this temperature for 30 minutes. A solution of 0.380 g of 2-chloro-4- 
(bromomethyl)pyridine in 20 ml of anhydrous dimethylformamide is added, followed by 
addition of ice-cold water after reaction for 10 minutes. The reaction mixture is taken up in 
400 ml of ethyl acetate and then washed with 400 ml of water. The organic phase is dried 
over magnesium sulfate, filtered and then concentrated to diyness under reduced pressure. 

20 The residue thus obtained is purified by flash chromatography using a cartridge 27 mm in 
diameter packed with 25 g of conditioned 20-40 |im silica, and then eluted with a mixture 
(cyclohexane/ethyl acetate) (8/2) (v/v). The fractions between 150 and 350 ml are 
concentrated to dryness imder reduced pressure. 0.3 g of 5,5-dimethyl-l-(2-chloropyrid-4-yl- 
methyl)-3-(3-chloro-4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is thus 

25 obtained, the characteristics of which product are as follows: 
Mass IE 

m/z=463 M** base peak 

m/z=448 (M-CHs)^ 
m/z=253 CgHsNOSClFa"^ 
30 m/z=167 C7H4N20Cr 



m/z=126 CeHsNCr 

1h NMR spectrum (300 MHz, (CD^h^O d6, □ in ppm): 1.43 (s: 6H); 4.68 (broad s: 2H); 
7.49 (broad d, J = 5.5 Hz: IH); 7.63 (broad s: IH); 7.71 (dd, J = 9 and 3 Hz: IH); 7.97 (d, J = 
3 Hz: IH); 8.05 (d, J = 9 Hz: IH); 8.38 (d, J = 5.5 Hz: IH). 
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Preparation of S.S-dimethvl-3--(3-chloro-4"trifluoromethvlsulfanvlphenvnimidazolidm 
dione 

A solution of 2 g of 3-chloro-4-trifluoromethylsulfanylaniline in 22 ml of toluene is added 
over 30 minutes to a suspension of 1 .97 g of diphosgene and 0.03 g of vegetable charcoal in 
5 22 ml of toluene, at a temperature in the region of -20®C. The mixture is stirred to a 

temperature in the region of 20^C and is then refluxed for 3 hours. The mixture is cooled to a 
temperature in the region of 20®C and then filtered through Celite, 1 .35 g of methyl a- 
aminoisobutyrate hydrochloride, IS ml of toluene and 2.23 ml of triethylamine are added to 
the filtrate. The mixture thus obtained is refluxed for 24 hours and then cooled to a 

1 0 temperature in the region of 20**C. The reaction mixture is concentrated under reduced 

pressure. The residue obtained is purified by flash chromatography on a cartridge 37 mm in 
diameter packed with conditioned 20-40 fim silica and then eluted with a mixture 
(cyclohexane/ethyl acetate) (5/5) (v/v). The fiactions between 1 10 and 250 ml are 
concentrated under reduced pressure, and 2 g of 5,5-dimethyl-3-(3-chloro-4-trifluoro- 

1 5 methylsulfanylphenyl)imidazolidine-2,4-dione are thus obtained, the characteristics of which 
product are as follows: 
Mass IE 

m/2?=338 NT' base peak 
m/z=253 CgHsNOSClFs" 
20 m/z=l 84 (m/z=253 - -CFsT 
m/z=84C4H6NO^ 

IrNMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.42 (s: 6H); 7.63 (dd, J = 8.5 and 
2.5 Hz: IH); 7.90 (d, J = 2.5 Hz: IH); 8.02 (d, J = 8.5 Hz: IH); 8.75 (unresolved complex: 
IH). 

25 Example 239 : 5,5-Dimethy 1- 1 -[2-(4-methoxybenzylamino)pyrid-4-ylmethyl]-3 -(3 -chloro-4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.3 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(3- 
chloro-4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.2 ml of N-methyl-2- 
pyrrolidone and 0.4 ml of para-methoxybenzylamine is placed in a Personal Chemistry 
30 Emrys Optimiser microwave oven. The mixture is irradiated with magnetic stirring at 200^C 
for about 70 minutes. The reaction mixture is purified by flash chromatography using a 
cartridge 37 mm in diameter packed with 50 g of 20-40 \im conditioned silica, and then 
eluted with a mixture (cyclohexane/ethyl acetate) (8/2) (v/v). The fi-actions between 470 and 
640 ml are concentrated to dryness under reduced pressure. 0.091 g of 5,5-dimethyl-l-[2-(4- 
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inethoxybenzylamino)pyrid-4-ylmethyl]-3 -(3 -chloro-4-trifluoromethanesulfanylphenyl)- 
imidazolidme-2,4-dione is thus obtained, the characteristics of which are as follows: 
Mass IE 

m/z=564 NT 
5 m/z=495 (M^-CFsf 
in/z=136 CgHioNO* 
in/z^l21 C8H9O'' base peak 

IhNMR spectrum (300 MHz, (003)280 d6, □ in ppm): 1.38 (s: 6H); 3.71 (s: 3H); 4.39 (d, 
J = 5.5 Hz: 2H); 4.45 (broad s: 2H); 6.48 (broad s: IH); 6.53 (broad d, J = 5.5 Hz: IH); 6.85 
10 (d, J = 8.5 Hz: 2H); 6.89 (t, J = 5.5 Hz: IH); 7.24 (d, J = 8.5 Hz: 2H); 7.69 (dd, J = 8.5 and 
2.5 Hz: IH); 7.92 (d, J = 5.5 Hz: IH); 7.95 (d, J = 2.5 Hz: IH); 8.06 (d, J = 8.5 Hz: IH). 
Example 240 : 5,5-Dimethyl-l-(2-ethylaminopyrid-4-yhnethyl)-3-(3-chloro-4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2,5 ml tube containing 0.1 g of 5,5-dimethyl-l-(2-chloropyrid-4-ylmethyl)-3-(3- 
15 chloro-4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.4 ml of N-methyl-2- 
pyrrolidone, 0.044 g of ethylamine hydrochloride and 0.120 ml of triethylamine is placed in a 
Personal Chemistry Emrys Optimiser microwave oven. The mixture is irradiated with 
magnetic stirring at 200°C for about 70 minutes. The reaction mixture is purified by 
preparative LC/MS. The fractions containing the expected product are concentrated to 
20 dryness under reduced pressure. The residue thus obtained is taken up in methanol and then 
placed on a Bond Elut Varian cartridge of reference 1225-6027 containing 5 g of SCX phase 
conditioned with methanol. The cartridge is washed with methanol and then eluted with 2M 
ammoniacal methanol. The ammoniacal fractions are concentrated to dryness under reduced 
pressure. 0.029 g of 5,5-dimethyH-(2-ethylaminopyrid-4-ylmethyl)-3-(3-chloro-4-trifluoro- 
25 methanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained, the characteristics of which 
are as follows: 
Mass EE 

m/zF^72 M^- 

m/z=457 (M - CHs)*^ base peak 

30 m/z=429 (M-CsHsN)"" 
m/z=403 (M--CF3)* 
m/z=121 C7H9N2*- 
m/z=44C2H6Nr 
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IrNMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.14 (t, J = 7 Hz: 3H); 1.43 (s: 6H); 
3.27 (mt: 2H); 4.46 (broad s: 2H); 6.38 (broad t, J = 5.5 Hz: IH); 6.45 (broad s: IH); 6.51 
(broad d, J = 5.5 Hz: IH); 7.70 (dd, J = 8.5 and 2.5 Hz: IH); 7.92 (d, J = 5.5 Hz: IH); 7.96 (d, 
J = 2.5 Hz: IH); 8.06 (d, J = 8.5 Hz: IH). 
5 Example 241 : 5,5-Dimethyl-l-(2-methylammopyrid-4-ylmethyl)-3-(3-chloro-4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione 

A sealed 2.5 ml tube containing 0.1 g of 5,5-dimethyH-(2-chloropyrid-4-ylmethyl)-3-(3- 
chloro-4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione, 0.5 ml of N-methyl-2- 
pyrrolidone, 0.030 g of methylamine hydrochloride and 0.120 ml of triethylamine is placed in 

10 a Personal Chemistry Emrys Optimiser microwave oven. The mixture is irradiated with 
magnetic stirring at 200®C for about 70 minutes. The reaction mixture is purified by 
preparative LC/MS. The fractions containing the expected product are concentrated to 
dryness under reduced pressure. The residue thus obtained is taken up in methanol and then 
placed on a Bond Elut Varian cartridge of reference 1225-6027 containing 5 g of SCX phase 

15 conditioned with methanol. The cartridge is washed with methanol and then eluted with 2M 
ammoniacal methanol. The ammoniacal Auctions are concentrated to dryness under reduced 
pressure. The residue thus obtained is purified by flash chromatography using a cartridge 
20 mm in diameter packed with 10 g of 20-40 jim conditioned silica, and then eluted with 
dichloromethane at a flow rate of 8 ml/minute. The flections between 70 and 100 ml are 

20 concentrated to dryness imder reduced pressure. 0.015 g of 5,5-dimethyl-l-(2-methylamino- 
pyrid-4-ylmethyl)-3-(3-chloro-4-trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione is 
thus obtained in the form of an amorphous white powder, the characteristics of which are as 
follows: 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.43 (s: 6H); 2.77 (d, J = 5 Hz: 3H); 
25 4.48 (broad s: 2H); 6.40 (broad q, J = 5 Hz: IH); 6.46 (broad s: IH); 6.54 (broad d, J = 5.5 
Hz: IH); 7.70 (dd, J = 8.5 and 3 Hz: IH); 7.94 (d, J = 5.5 Hz: IH); 7.97 (d, J = 3 Hz: IH); 
8.06 (d, J =8.5 Hz: IH). 

Example 242 : 5,5-DimethyI-l-(2-aminopyrid-4-ylmethyl)-3-(3-chloro-4-trifluoromethane- 
sulfanylphenyl)imidazolidine-2,4-dione 
30 3 ml of trifluoroacetic acid are added to a solution of 0.080 g of 5,5-dimethyl-l-[2-(4- 
methoxybenzylamino)pyrid-4-ylmethyl]-3-(3-chloro-4-trifluoromethanesulfanylphenyl)- 
imidazolidine-2,4-dione in 1 ml of dichloromethane, at a temperature in the region of 20^C. 
Stirring is continued at this temperature for about 16 hours. The reaction mixture is 
concentrated to dryness imder reduced pressure. The residue obtained is purified by 
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preparative LC/MS. The fractions containing the expected product are concentrated to 
dryness under reduced pressure. The residue thus obtained is taken up in methanol and then 
placed on a Bond Elut Varian cartridge of reference 1225-6027 containing 5 g of SCX phase 
conditioned with methanol. The cartridge is washed with methanol and then eluted with 2M 
5 ammoniacal methanol. The ammoniacal fractions are concentrated to dryness under reduced 
pressure. 0.027 g of 5,5-dimethyl-l-(2-aminopyrid-4-ylmethyl)-3-(3-chloro-4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione is thus obtained in the form of a powder, the 
characteristics of which are as follows: 
Mass EE 

10 m/z=444 M^' base peak 
m/z=429 (M-CHaf 
m/zr=148 CTHeNsO^ 
m/zF=107 CfiHyNj" 

IhNMR spectrum (300 MHz, (€03)280 d6, □ in ppm): 1.43 (s: 6H); 4.46 (broad s: 2H); 
15 5.86 (broad s: 2H); 6.46 (broad s: IH); 6.54 (broad dd, J = 5.5 and 1.5 Hz: IH); 7.70 (dd, J = 
8.5 and 2.5 Hz: IH); 7.86 (d, J = 5.5 Hz: IH); 7.97 (d, J = 2.5 Hz: IH); 8.06 (d, J = 8.5 Hz: 
IH). 

Fxam ple 243 : 5,5-Dimethy 1- 1 -(2,6-dibromopyrid-4-ylmethyl)-3-(4-trifluoromethox5T)henyl)- 
imidazolidine-2,4-dione 

20 0.036 g of sodium hydride is added to a solution of 0.230 g of 5,5-dimethyl-3-(4-trifluoro- 
methylsulfanylphenyl)imidazolidine-2,4-dione in 2 ml of anhydrous dimethylformamide, 
imder an inert atmosphere of argon at a temperature in the region of 20°C. Stirring is 
continued at this temperature for 30 minutes. A solution of 0.349 g of 2,6-dibromo-4- 
(bromomethyl)pyridine in 3 ml of anhydrous dimethylformamide is added, followed by 

25 addition of ice-cold water after reaction for 20 minutes. The reaction mixture is taken up in 
ethyl acetate and then washed with water. The organic phase is dried over magnesium sulfate, 
filtered and then concentrated to dryness imder reduced pressure. The residue thus obtained is 
purified by flash chromatography using a cartridge 27 mm in diameter packed with 25 g of 
20-40 ]im conditioned silica, and then eluted witih dichloromethane. The fractions between 65 

30 and 135 ml are concentrated under reduced pressure. 0.25 g of 5,5-dimethyl-l-(2,6- 

dibromopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione is thus 
obtained, the characteristics of which product are as follows: 
Mass IC 

m/z=569 MNH4"' base peak 
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m/z^552 MH* 
m/z=474 (M-Br + 2H)'' 
m/z=396 (m/2r=474.Br 

1h NMR spectrum (300 MHz, (CD3)2SO d6, □ in ppm): 1.45 (s: 6H); 4.67 (broad s: 2H); 
5 7.72 (broad d, J = 8 Hz: 2H); 7.83 (s: 2H); 7.89 (broad d, J = 8 Hz: 2H). 

The compound 5,5-dimethyl-3-(4-trifluoromethylsulfanylphenyl)imidazolidine-2,4-dione is 
described in Example 211. 
Synthesis of the reagents 

Reference Example 208a : 2-Chloro-4-(bromomethyl)pyridine 

10 A solution of 0.2 g of 2-chloro-4-(hydroxymethyl)pyridine in 2.5 ml of dichloromethane is 
added dropwise to a solution of 0.706 g of dibromotriphenylphosphorane in 9.5 ml of 
dichloromethane, under an inert atmosphere of argon at a temperature in the region of 20®C. 
Stirring is continued at this temperature for about 1 hour. The reaction medium is taken up in 
50 ml of dichloromethane and then washed with 3x50 ml of water. The organic phase is dried 

1 5 over magnesium sulfate, filtered and then concentrated to dryness under reduced pressure. 
The residue thus obtained is purified by flash chromatography using a cartridge 20 mm in 
diameter packed with 10 g of 20-40 ^m conditioned silica, and then eluted with a mixture 
(cyclohexane/ethyl acetate) (8/2) (v/v) at a flow rate of 8 ml/minute. The fractions between 8 
and 24 ml are concentrated under reduced pressure. 0.1 g of 2-chloro-4-(bromomethyl)- 

20 pyridine is thus obtained. 

Reference Example 208b : 2-chloro-4-(hydroxymethyl)pyridine 

2.04 g of sodium borohydride are added portionwise to a solution of 1.7 g of ethyl 2-chloro- 
pyridine-4-carboxylate in 20 ml of etfaanol, under an inert atmosphere of argon at a 
temperature in the region of 0®C. The reaction mixture is refluxed with stirring for 3 hours 

25 and then concentrated to dryness imder reduced pressure. The residue thus obtained is taken 
up in dichloromethane and then washed with water. The organic phase is dried over 
magnesium sulfate, filtered and then concentrated to dryness imder reduced pressure. 1 g of 
2-chloro-4-(hydroxymethyl)pyridine is thus obtained. 
Reference Example 208c : Ethyl 2-chloropyridine-4-carboxylate 

30 1 ml of concentrated sulfuric acid is added to a solution of 2.2 g of 2-chloropyridine-4- 
carboxylic acid in 30 ml of ethanol. The reaction mixture is refluxed with stirring for 16 
hours and then concentrated to dryness under reduced pressure. The residue thus obtained is 
taken up in 30 ml of water and then extracted with 3x30 ml of dichloromethane. The organic 
phase is dried over magnesium sulfate, filtered and then concentrated to dryness imder 
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reduced pressure. The oil thus obtained is purified by filtration through 13 g of silica, eluting 
with dichloromethane. The fractions containing the expected product are concentrated to 
dryness under reduced pressure. 2.1 g of ethyl 2-chloropyridine-4-carboxylate are thus 
obtained. 

5 Reference Example 209a : 2-ethoxy-4-(bromomethyl)pyridine 

A solution of 0.3 1 g of 2-ethoxy-4-(hydroxymethyl)pyridine in 6 ml of dichloromethane is 
added dropwise to a solution of 1.025 g of dibromotriphenylphosphorane in 12 ml of 
dichloromethane, under an inert atmosphere of argon at a temperature in the region of 20®C. 
Stirring is continued at this temperature for about 1 hour. The reaction medium is taken up in 

10 100 ml of dichloromethane and then washed with 3x100 ml of water. The organic phase is 
dried over magnesium sulfate, filtered and then concentrated to dryness under reduced 
pressure. The residue thus obtained is purified by flash chromatography, using a cartridge 
27 mm in diameter packed with 20 g of 20-40 \im conditioned silica, and then eluted with a 
mixture (cyclohexane/ethyl acetate) (9/1) (v/v) at a flow rate of 8 ml/minute. The fi-actions 

15 between 80 and 180 ml are concentrated under reduced pressure. 0.37 g of 2-ethoxy-4- 
(bromomethyl)pyridine is thus obtained. 

Reference Example 209b : 2-ethoxy-4-(hydroxymethyl)pyridine 

0.508 g of sodium borohydride is added portionwise to a solution of 0.524 g of ethyl 

2-ethoxypyridine-4-carboxylate in 5.2 ml of ethanol, under an inert atmosphere of argon at a 

20 temperature in the region of 0°C. The reaction mixture is refluxed with stirring for 3 hours 
and then concentrated to dryness under reduced pressure. The residue thus obtained is taken 
up in 50 ml of dichloromethane and then washed with 50 ml of water. The organic phase is 
dried over magnesium sulfate, filtered and then concentrated to dryness under reduced 
pressure. 0.310 g of 2-ethoxy-4-(hydroxymethyl)pyridine is thus obtained. 

25 Reference Example 209c : Ethyl 2-ethoxypyridine-4-carboxylate 

0.5 ml of concentrated sulfuric acid is added to a solution of 1 g of 2-fluoropyridine-4- 
carboxylic acid in 15 ml of ethanol. The reaction mixture is refluxed with stirring for 48 
hours and then concentrated to dryness under reduced pressure. The residue thus obtained is 
taken up in 100 ml of water and then extracted with 3x100 ml of dichloromethane. The 

30 organic phase is dried over magnesium sulfate, filtered and then concentrated to dryness 

under reduced pressure. The crude product thus obtained is purified by flash chromatography 
using a cartridge 37 mm in diameter packed with 50 g of 20-40 ^im conditioned silica, and 
then eluted with a mixture (dichloromethane/methanol) (90/10) (v/v), at a flow rate of 8 ml 
par minute. The fi-actions between 350 ml and 390 ml are concentrated under reduced 
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pressure. 0.524 g of ethyl 2-ethoxypyridine-4-carboxyIate is thus obtained in the form of an 
oil. 

Reference Example 210a : 2-Ethyl-4-(bromomethyl)pyridine 

A solution of 0.3 g of 2-ethyl-4-(hydrox5anethyl)pjTidine in 3.5 ml of dichloromethane is 
5 added dropwise to a solution of 1.25 g of dibromotriphenylphosphorane in 4 ml of 

dichloromethane, under an inert atmosphere of argon at a temperature in the region of 0°C. 
The mixture is stirred to a temperature in the region of 20^C over about 1 hour. The reaction 
medium is taken up in 50 ml of dichloromethane and then washed with 3x50 ml of water. The 
organic phase is dried over magnesium sulfate, filtered and then concentrated to dryness 

1 0 under reduced pressure. The residue thus obtained is purified by flash chromatography using 
a cartridge 20 mm in diameter packed with 10 g of 20-40 \im conditioned silica, and then 
eluted with a mixture (cyclohexane/ethyl acetate) (9/1) (v/v), at a flow rate of 8 ml/minute. 
The fractions between 80 and 120 ml are concentrated under reduced pressure. 0.062 g of 
2-ethyl-4-(bromomethyl)pyridine is thus obtained. 

15 Reference Example 210b : 2-ethyl-4-(hydroxymethyl)pyridine 

5.36 g of sodium borohydride are added portionwise to a solution of 5.08 g of ethyl 
2-ethylp5aidine-4-carboxylate in 53 ml of ethanol, under an inert atmosphere of argon at a 
temperature in the region of 0®C. The reaction mixture is refluxed with stirring for 3 hours 
and then concentrated to dryness under reduced pressure. The residue thus obtained is taken 

20 up in 500 ml of dichloromethane and then washed with 500 ml of water. The organic phase is 
dried over magnesium sulfate, filtered and then concentrated to dryness under reduced 
pressure. 3.16 g of 2-ethyl-4-(hydroxymethyl)pyridine are thus obtained. 
Reference Example 2 1 Oc : Ethyl 2-ethylpyridine-4-carboxylate 

2.35 ml of concentrated sulfuric acid are added to a solution of 5 g of 2-ethylpyTidine-4- 
25 carboxylic acid in 75 ml of ethanol. The reaction mixture is refluxed with stirring for about 
64 hours and then concentrated to dryness under reduced pressure. The residue thus obtained 
is taken up in 500 ml of water and then extracted with 500 ml of dichloromethane. The 
organic phase is dried over magnesium sulfate, filtered and then concentrated to dryness 
under reduced pressure. 5.08 g of ethyl 2-ethylpyridine-4-carboxylate are thus obtained in the 
30 form of an oil. 

Reference Example 214a : 2-bromo-4-(bromomethyl)pyridine 

0.073 ml of acetic acid is added to a solution of 0.172 g of 2-bromo-4-methylpyridine in 
2.5 ml of carbon tetrachloride, imder an inert atmosphere of argon at a temperature in the 
region of 20°C. The mixture brought, with stirring, to a temperature of 50X, 0.356 g of 
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N-bromosuccinimide and 0.048 g of benzoyl peroxide are added successively at this 
temperature. The mixture is maintained at 80*^0 for about 18 hours. After cooling, the 
reaction medium is placed on a cartridge 20 mm in diameter packed with 10 g of 20-40 jim 
silica not conditioned beforehand, and then eluted with dichloromethane at a flow rate of 
5 5 ml/minute. The fractions between 30 and 40 ml are concentrated to dryness under reduced 
pressure. 0.071 g of 2-bromo-4-(bromomethyl)pyridine is thus obtained. 
Reference Example 215a : 2-Fluoro-4-(bromomethyl)pyridine 

0.073 ml of acetic acid is added to a solution of 0. 1 11 g of 2-fluoro-4-methylpyridine in 
2.5 ml of carbon tetrachloride, under an inert atmosphere of argon at a temperature in the 

1 0 region of 20®C. The mixture is brought, with stirring, to a temperature of 50®C. 0.356 g of 
N-bromosuccinimide and 0.048 g of benzoyl peroxide are successively added at this 
temperature. The mixture is brought to 80®C over about 16 hours. After cooling, the reaction 
medium is placed on a cartridge 20 mm in diameter packed with 10 g of 20-40 \im silica not 
conditioned beforehand, and then eluted with dichloromethane at a flow rate of 5 ml/minute. 

1 5 The fractions between 28 and 38 ml are concentrated to dryness under reduced pressure. 
0.063 g of 2-fluoro-4-(bromomethyl)pyridine is thus obtained. 
Reference Example 216a : 2-Cyano-4-(bromomethyl)pyridine 

0.146 ml of acetic acid is added to a solution of 0.236 g of 2-cyano-4-methylpyridine in 5 ml 
of carbon tetrachloride, under an inert atmosphere of argon at a temperature in the region of 

20 20°C. The mixture is brought, with stirring, to a temperature of 50®C. 0.7 12 g of 
N-bromosuccinimide and 0.096 g of benzoyl peroxide are successively added at this 
temperature. The mixture is maintained at 80'*C for about 18 hours. After cooling, the 
reaction medium is placed on a cartridge 27 mm in diameter packed with 25 g of 20-40 \im 
silica not conditioned beforehand, and then eluted with dichloromethane at a flow rate of 

25 10 ml/minute. The fractions between 140 and 175 ml are concentrated to dryness imder 
reduced pressure. 0.097 g of 2-cyano-4-(bromomethyl)pyridine is thus obtained. 
Reference Example 243a : 2,6-dibromo-4-(bromomethyl)pyridine 

A solution of 0.5 g of 2,6-dibromo-4-(hydroxymethyl)pyridine in 7 ml of dichloromethane is 
added dropwise to a solution of 0.95 g of dibromotriphenylphosphorane in 5 ml of 
30 dichloromethane, under an inert atmosphere of argon at a temperature in the region of O^^C. 
The mixture is stirred to a temperature in the region of 20**C over about 2 hours. The reaction 
medium is taken up in 100 ml of dichloromethane and then washed with 100 ml of water. The 
organic phase is dried over magnesium sulfate, filtered and then concentrated to dryness 
under reduced pressure. The residue thus obtained is purified by flash chromatography using 
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a cartridge 37 mm in diameter packed with 50 g of 20-40 \im conditioned silica, and then 
eluted with a mixture (cyclohexane/ethyl acetate) (9/1) (v/v), at a flow rate of 8 ml/minute. 
The fractions between 135 and 200 ml are concentrated under reduced pressure. 0.349 g of 
2,6-dibromo-4-(bromomethyl)pyridine is thus obtained. 
5 General procedure for the products of Examples 244 to 255 

A solution of 0.481 mM of anilino derivative in 0.6 ml of toluene is added to a suspension of 
0.064 ml of diphosgene (0.53 mM) and 20 mg of vegetable charcoal in 1 ml of toluene, at a 
temperature in the region of -20*^C. The mixture is stirred to a temperature in the region of 
20®C, and then refluxed for 3 hours. The mixture is cooled to a temperature in the region of 
1 0 20^C and then filtered through Celite. A solution of 100 mg of methyl 2-methyl-2-[(pyrid-4- 
ylmethyl)amino]propanoate (0.48 mM) in 0.6 ml of toluene is added to the filtrate. The 
mixture thus obtained is refluxed for 16 hours and then cooled to a temperature in the region 
of 20**C. The precipitate is filtered off and the filtrate is concentrated under reduced pressure. 
The residue obtained is purified by preparative LC/MS. 

15 
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Summary table of the starting anilino derivatives and of the products prepared 



Example 


Kame of the starting anilino derivative 


Amount 
of the 
anilino 
derivative 
used (mg) 


Structure of the product 
obtained 


Name of the product 
obtained 


Empirical 
formula 
of the 
product 
obtained 


Molecular 
weight of 
the 

product 
obtained 


Amount 
obtained 
(nig) 


244 


2-NlTRO-4-(TRIFLUORO- 
METHOXY)ANILINE 


106.7 


o 0 


5,5-Dimethyl-3-(2-nitro-4- 
trifluoromethoxyphenyl)- 
l-pyrid-4-yl- 
methylimidazolidine-2,4- 
dione 2 


C18H15 
F3 N4 
05 


424.34 


54.2 


245 


4-(l,lA2- 

TETRAFLUOROETHOXY)ANILINE 


100.4 


vP 


5,5-DimethyM -pyrid-4- 
ylmethyl-3-[4-(l,lA2- 

tetrafluoroethoxy )phenyl] - 
imidazolidine-2,4-dione 2 


C19H17 

F4N3 

03 


411.36 


32.1 


246 


4-(DIFLUOROMETHOXY)ANILINE 


76.4 


<> 

N— ' 


3-(4-Difluoromethoxy- 
phenyl)-5,5-dimethyl-l - 
pyrid-4-yl- 

methylimidazolidine-2,4- 
dione 2 


C18H17 

F2 N3 
03 


361.35 


3.9 


247 


3-CHLORO-4-(TRIFLUORO 
METHOXY)ANILINE 


101.6 


'x' 

O F 


3-{3-Chloro-4-trifluoro- 
methoxyphenyl)-5,5 - 
dimethyl- 1 -pyrid-4-yl- 
[netbylimidazolidine-2,4~ 
dione 2 


C18H15 
CI F3 N3 
03 


413.79 


46.2 
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248 



3-BROMO-4-(TRIFLUORO- 
METHOXY)ANILINE 



122.9 



O F 



3-(3-Bromo-4-trifluoro- 
mcthoxyphenyI)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
methylimidazolidine-2,4- 
dione 2 



C18H15 

Br F3N3 1458.24 143.2 
03 



249 



CI 



2,6-DICHLORO-4-(TRIFLUORO- 
METHOXY)ANILINE 



118.1 





3-(2,6-Dichloro-4- 
trifluoromethoxyphenyl)- 
5,5-dimethyl- 1 -pyrid-4-yl- 
metfaylimidazolidme-2,4' 
dione 2 



C18H14 
C12 F3 1448.23 
N3 03 



250 



S F 



CI 



3-CHLORO-4-(TRIFLUORO- 
METHYLTfflO)ANILINE 



109.3 




3-(3-Chloro-4-trifluoro- 
methylsulfanylphenyl)-5,5-lC18 HI 5 
dimethyl- 1 -pyrid-4-yl- |C1 F3 N3 
methylimida2oIidine-2,4- |02 S 
dione 2 



429.85 



251 



2,2-DIFLUORO-5- . 
AMINOBENZODIOXOLE 



83.1 




3-(2,2-Difluoro-l,3- 
benzodioxol-5-yl)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
methylimidazolidine-2,4- 
dione 2 



C18H15 
F2 N3 
04 



375.33 



252 



O F 



2-BROMO-4-(TRIFLUORO- 
METHOXY)ANILINE 



122.9 




3 -(2-Bromo-4-trifluoro- 
methoxyphenyl)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
tnethyliinidazolidiiie-2,4- 
dione 2 



C18H15 
Br F3 N3 
03 



458.24 
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253 


4-{HEPTAFLUOROPROPYL- 
rHIO)ANILINE 


140.8 




3-(4- 

Heptafluoropropylsulfanyl- 
phenyl)-5, 5-dimethyl- 1 - 
pyrid-4-yl- 

methylimidazolidine-2,4- 
dione 2 


C20H16 
F7N3 
02 S 


495.42 


38.5 


254 


2-METHYL-4-(TRIFLUORO- 
ME'raOXY)ANILINE 


91.8 


F p 

X 
O F 


5,5-Dimethyl-3-(2- 
m ethyl-4-trifluoro- 
methoxyphenyl)- 1 -pyrid-4- 
ylmethylimida2olidine-2,4- 
dione2 


C19H18 
F3 N3 
03 


393.37 


68.8 


255 


2-.CHLORO-4-{TRIFLUORO- 
METHOXY)ANILINE 


101.6 


F 

X 
O F 


3-(2-Chloro-4-trifluoro- 
methoxyphenyl)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
[nethyliinidazolidine-2»4- 
dione2 


C18H15 
CI F3 N3 
03 


413,79 


77.6 
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Summary table of the physicochemical characteristics of the products obtained 



Example 


hTame of tbe product 
obtained 


Empirical 
formula of 
the product 
obtained 


S4olecular 
weight of 
the 

product 
obtained 


Description of the 
mass spectrum 
(electron impact) 


Description 

of the mass 

spectrum 

[analytical 

LC/MS) 

retention 

time, 

m/z 


Description of the 
NMR spectrum 
(IHNMR spectrum 
(300 MHz, 
(CD3)2SO-d6, [Jn 
ppra) 


244 


5,5-Diinethyl-3-(2-nitro-4- 
trifluoromethoxyphenyl)- 
l-pyrid-4-yl- 
methylimidazolidine-2,4- 
dione 2 


C18H15 
F3 N4 05 


424.34 


m/z=424 M+. 

m/z=409(M- 

CH3)+ 

m/z=407(M- 
0H)+ 

m/z=378(M- 
N02)+. 
m/z=147 
C9H11N2+ 
m/z=133 
C7H5N2a4- 
m/z=92 C6H6N+ 
base peak 




1.44 (broad s: 6H); 
4.69 (broad s: 2H); 
7.41 (broad d, J = 5.5 
Hz: 2H); 7.98 (d, J = 
8.5 Hz: IH); 8.07 
(broad d, J = 
8.5 Hz: IH); 8.29 (d, J 
= 2.5 Hz: IH); 8.56 
(broad d, J = 
5.5 Hz: 2H) 


245 


5,5-Dmiethyl- 1 -pyrid-4- 
ylniethyl-3-[4.(l, 1,2,2- 
tetra£luoroethoxy)pheny 1] - 
iinidazolidine-2,4-dioiie 2 


C19H17 
F4N3 03 


411.36 


m/z=411 M+. 

base peak 

m/z=396(M- 

CH3)+ 

m/z=294 

(m/z=396 - 

C2H2F4)+ 

m/2-235 

C9H5N02F4+, 

m/z=147 

C9H11N2+ 

[n/z=133 

C7H5N20+ 

m/z=92 C6H6N+ 




1.43 (s: 6H); 4.65 (s: 
2H); 6.85 (tt, J = 51 
and 

3 Hz: IH); 7.46 (mt: 
4H); 7.62 (dt, J = 8.5 
and 2.5 Hz: 2H); 8.56 
(dd, J -6 and 1.5 Hz: 
2H) 


246 


3-(4-Difluoromcthoxy- 
phenyl)-5,5-diinethyl- 1 - 
pyrid-4-yl- 

methyliniida2olidine-2,4- 
dione 2 


C18H17 
F2 N3 03 


361.35 




t = 2.64 min 
m/z = 362 
(M+l) 
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247 


3 -(3 -Chi oro-4-trifluoro- 
methoxyphenyl)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
methyIimidazolidine-2,4- 
dione 2 


C18H15 
CI F3 N3 
03 


413.79 


tn/z=413 M+. 
m/z^398(M- 
CH3)+ 
m/z=237 

C8H3N02C1F3+. 

m/z=147 

C9H11N2+ 

m/z=133 

C7H5N20+ 

m/z=92 C6H6N+ 

base peak 




1.43 (s: 6H); 4.66 (s: 
2H); 7.46 (d, J = 6 Hz: 
2H); 7.66 (dd, J = 8.5 
and 2.5 Hz: IH); 7.77 
(broad dd, J = 8.5 and 
1 Hz: IH); 7.93 (d, J = 
2.5 Hz: IH); 8.55 
(broad d, J = 6 Hz: 
2H) 


248 


3 -(3 -Broiiio-4-trifl uoro- 
methoxyphenyl)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
tnethylimidazolidine-2,4- 
dione 2 


C18H15 
BrF3N3 
03 


458.24 


m/z=457 M+. 
m/z=442(M- 
CH3)+ 
m/z=281 

C8H3N02BrF3+. 

m/z=147 

C9H11N2+ 

m/z=133 

C7H5N20+ 

m/z=92 C6H6N+ 

base peak 




1.43 (s: 6H); 4.65 (s: 
2H); 7.46 (broad d, J = 
6 Hz: 2H); 7.68 (dd, J 
= 8.5 and 2.5 Hz: IH); 
7.74 (broad d, J = 8.5 
Hz: IH); 8.05 (d, J = 
2.5 Hz: IH); 8.55 (dd, 
J = 6 and 
1.5 Hz: 2H) 


249 


3-(2,6-Dichloro-4- 
trifluoromethoxyphenyl)- 
5,5 -dimethyl- 1 -pyrid-4-yl- 
methyliinidazolidine-2,4- 
dione 2 


C18H14 

C12 F3 N3 
03 


448.23 


m/z==447 M+. 

ni/2=432(M- 

CH3)+ 

m/2=412(M- 

Cl)+ 

in/z=27I 

C8H2N02C12F3+. 

m/z=147 

C9H11N2+ 

m/z=133 

C7H5N20+ 

m/2=92 C6H6N+ 

base peak 




1.47 (s:6H); 4.73 (s: 
2H); 7.47 (broad d, J = 
6 Hz: 2H); 8.00 (broad 
s: 2H); 8.58 (dd, J = 6 
and 1.5 Hz: 2H) 


250 


3-(3-Chloro-4-trifluoro- 
methylsulfanylphenyI)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
m ethylimi dazolidine-2,4- 
dione 2 


C18H15 
CI F3 N3 
02 S 


429.85 


m/z=429 M+. 
base peak 
[n/z=414(M- 
CH3H 

ni/2-253 

C8H3N0SC1F3+. 
m/z=147 




1.43 (s: 6H); 4.66 (s: 
2H); 7.46 (broad d, J = 
6 Hz: 2H); 7.70 (dd, J 
= 8.5 and 2 Hz: IH); 
7.97 (d, J = 2Hz: IH); 
8.05 (d, J = 
8.5 Hz: IH); 8.54 (dd. 



FRAV2003/0002 US NP 



202 











C9H1 1N2+ 
m/z=133 
C7H5N2CH- 
m/zr=92 C6H6N+ 




J = 6 and 
1.5 Hz: 2H) 


251 


3-(2,2-Difluoro-l,3- 
benzodioxol-5-yl)-5,5- 
dimetfayl- 1 -pyrid-4-yl- 
tnethyliinidazolidine-2,4- 
dione 2 


C18H15 
F2 N3 04 


375.33 




t = 2.80min 
m/z = 376 
(M+1) 




252 


3 -(2-Broino-4-trifluoro- 
tnetboxyphenyl)-5,5- 
dimethyl- 1 -pyrid-4-yl- 
methyliinidazolidme-2,4- 
dione 2 


C18H15 
BrF3N3 
03 


458.24 


ni/z=457 M+. 

m/z=414(M- 

CH3)+ 

m/z=378(M- 
Br)+ base peak 
m/z=350 

(m/z=378-CO)+ 
m/z=281 

C8H3N02BrF3+. 

m/z=244 

(in/z=378 - 

C7H6N20)+ 

m/2=147 

C9H11N2+ 

m/z=133 

C7H5N20+ 

m/2-92 C6H6N+ 




1.43 (s: 3H); 1.48 (s: 
3H); 4,68 (limit AB, J 

17Hz:2H); 7.42 
(broadd, J = 6Hz: 
2H); 7.66 (broad dd, J 
= 8.5 and 

2 Hz: IH); 7.83 (d, J = 
8.5 Hz: IH); 8.07 
(broadd, J = 2 Hz: 
IH); 8.56 (dd, J = 6 
and 1.5 Hz: 2H) 




3-{4. 

Heptafluoropropylsulfanyl- 
phenyl)-5,5-dimethyl- 1 - 
pyrid-4-yl- 

inethylimidazolidine-2,4- 
dione 2 


C20 HI 6 

r / IN J L/Z 

s 




m/2=495 M+. 

base peak 

m/z=480(M- 

CH3)+ 

m/z=319 

C10H4NOSF7+. 

m/z=150 

Cm/2?=319- 

C3F7K 

01/2=147 

C9H1 1N2+ 

[n/2=133 

C7H5N2CH 

[n/z=92 C6H6N+ 




1.43 (s: 6H); 4.66 (s: 
2H); 7.46 (broadd, J = 
6 Hz: 2H); 7.71 (broad 
o, J — 0.3 rlz: 2rl); 
7.89 (broadd, J =8.5 
Hz: 2H); 8.55 (dd, J = 
6 and 1.5 Hz: 2H) 
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254 


5,5-Dimethyl-3-(2- 
methyl-4-trifluoro- 
methoxyphenyl)- 1 -pyrid-4- 
ylmethylimidazolidine-2,4- 
dione 2 


C19H18 
F3 N3 03 


393.37 


tn/z=393 M+. 

base peak 

[n/z=378(M- 

CH3)+ 

m/z=217 

C9H6N02F3+. 

m/z=147 

C9H11N2+ 

m/z=133 

C7H5N20+ 

m/2=92 C6H6N+ 




1.43 and 1.44 (2 s: 6H 
in total); 2.21 (s: 3H); 
4.65 (broad s: 2H); 
7.36 (broad d, J = 8.5 
Hz: IH); 7.42 (broad 
d, J = 6 Hz: 2H); 7.45 
(broad s: IH); 7.55 (d, 
J = 8.5 Hz: IH); 8.55 
(dd,J = 6and 
1.5Hz:2H) 


255 


3-(2-ChIoro-4-trifluoro- 
meth oxypheny !)-5, 5 - 
dimethyl- 1 -pyrid-4-yl- 
[nethylimidazolidine-2,4- 
dione 2 


C18H15 
CI F3 N3 
03 


413.79 


ni/z=413 M+. 
m/z^398 (M - 
CH3)+ 

m/z=378(M- 
Cl)+ base peak 
□0/2=350 

(m/z=378-CO)+ 
m/z=237 

C8H3N02C1F3+. 

m/2=147 

C9H11N2+ 

m/z=133 

C7H5N20+ 

m/z=92 C6H6N+ 




1.43 (s: 3H); 1.48 (s: 
3H); 4.67 (broad s: 
2H); 7.42 (broad d, J = 
6 Hz: 2H); 7.62 (ddd, J 
= 8.5 - 2.5 and 1 Hz: 
IH); 7.85 (d,J = 
8.5 Hz: IH); 7.88 
(broad d, J = 
2.5 Hz: IH); 8.57 (dd, 
J = 6 and 
1.5 Hz: 2H) 



The products of Examples 256 to 263 were obtained according to the procedure described above. 
Example 256 

Methyl 5-(5-hydroxy-4,4-dimethyl-2-oxo-3-quinolin-4-ylme1hylimidazolidin-l-yl)-2-trifluoromethoxybenzoa^^ 
lHNMR(DMSO) 

(P-3 1800-1 12-1): 1.47 ppm (s, 6H); 3.89 ppm (s, 3H); 5.15 ppm (s, 2H); from 7.65 to 7.73 ppm (m, 3H); 7.82 ppm 
(bt, J= 8.5 Hz, IH); 7.92 ppm (dd, J= 2.5-8.5 Hz, IH); 8.07 ppm (bd, J= 8.5 Hz, IH); 8.17 ppm (d, J= 2.5 Hz, IH); 
8,26 ppm (bd, J= 8.5 Hz. IH); 8.86 ppm (d, J= 4.5 Hz. IH) 
LC/MS:MH* = 488 
Example 257 

3-(3-Bromo-4-trifluoromethoxyphenyI)-5,5-dimethyl-l-quinolin-4-ylmethylirmdazolidine-2,4-dione 
lHNMR(DMSO) 

(P-31800-101-1): 1.45 ppm (s, 6H); 5.15 ppm (s, 2H); from 7.62 to 7.72 ppm (m, 4H); 7.80 ppm (bt, J= 8.5 Hz. 
IH); 8.08 ppm (m, 2H); 8.26 ppm (bd. J= 8.5 Hz. IH); 8.86 ppm (d, J= 4.5 Hz). 
LC/SM: MH+ = 508 
Example 258: 
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3-<3-Chloro-4-trifluorometho3q'phenyl)-5,5-dimethyl-l-quinolin-4-ylmethylimidazoline^^^ 
dione 

lHNMR(DMSO): 

P-3 1 800-105-1 NMR No. 6354R: 1 .44 ppm (s, 6H); 5.14 ppm (s, 2H); fiom 7.61 to 7.84 ppm 
5 (m, 5H); 7.94 ppm (d, J= 2.5 Hz, IH); 8.07 ppm (bd, J= 8.5 Hz, IH); 8.24 ppm (bd, J= 8.5 
Hz, IH); 8.83 ppm (d, J= 4.5 Hz. IH). 
LC/MS:MH+ = 464 
Example 259 

5-{4,4-Dimethyl-2,5-dioxo-3-quinolin-4-ylmetiiylimida2olidin-l-yl)-2-trifluoromethyl- 
10 benzoic acid 

IHNMR(DMSO) 

(P-29798-1 1 1-1): 1.47 ppm (s, 6H); 5.15 ppm (s, 2H); from 7.62 to 7.72 ppm (m, 3H); 7.81 
ppm (bt, J= 8.5 Hz, IH); 7.88 ppm (dd, J= 2.5-8.5, IH); 8.08 ppm (bt, J= 8.5 Hz, IH); 8.15 
ppm (d, J= 2.5 Hz, IH); 8.26 ppm (bd, J= 8.5 Hz, IH); 8.87 ppm (d, J= 4.5 Hz, IH); 13.5 
15 ppm(bs, IH). 

LC/MS:MH^ = 474 
Example 260 

5,5-Dimethyl-3-{3-[4-(4-methylpiperazin-l-yl)butyryl]-4-trifluoromethoxyphenyl}-l- 
quinolin-4-ylmethylimidazolidine-2,4-dione 

20 IH NMR (DMSO) 

(P-29798-1 12-1): 1.51 ppm (s, 6H); 1.97 ppm (m, 2H); 2.82 ppm (s, 3H); from 3.0 to 4.0 
ppm (broad multiplet, 12 H); 5.35 ppm (s, 2H); 7.63 ppm (dq, J= 1.5-8.5 Hz, IH); 7.75 ppm 
(dd, J= 2.5-8.5 Hz, IH); 7.82 ppm (d, J= 2.5 Hz, IH); 7.94 ppm (bt, J= 8.5 Hz, IH); 8.10 ppm 
(m, 2H); 8.39 ppm (bd, J= 8.5 Hz, IH); 8.51 ppm (bd, J= 8.5 Hz, IH); 8.72 ppm (bt, J= 5.5 

25 Hz, IH); 9.15 ppm (d, J= 5 Hz, IH); 11.97 ppm (bs, IH). 
MS/EI: M+ = 612+ 
Example 26 1 

5-(5-Hydroxy-4,4-dimethyl-2-oxo-3-quinolin-4-ylmethylimidazolidin-l-yl)-2-trifluoro- 
methoxybenzoic acid 

30 The following are introduced into a 30 ml round-bottomed flask equipped with a magnetic 
stirrer and a septum on which is mounted a nitrogen inlet:; 
-200 mg (0.41 ntunol) of ester in 2 ml of ether, 

-8 mg (0.205 mmol) of LiAJH,, i.e., 8 ml of a IM solution in 2 ml of THF. 
The reaction mediimi is stirred at room temperature for 24 bouj^. 



FRAV2003/0002 US NP 



205 



By TLC; 8/2 CH2Cl2/EtOAc: a product more polar than the starting material is formed, but 
starting material remains. 

A further 0.5 equivalent of LiAlH4 is added and the mixture is stirred for 5 hours. A small 
amount of starting material still remains, but the reaction mixture is worked up. 
5 The reaction medium is hydrolyzed by adding water thereto, and is extracted with 3 times 
10 ml of ethyl acetate. The organic fractions are combined and dried over magnesium sulfate, 
and the EtOAc is evaporated off. 

The crude reaction product is purified using a CH2Cl2/EtOAc eluent mixture (9/1). 

60 mg of alcohol are thus obtained. 
10 IHNMR (DMSO): 1.19 ppm (s, 3H); 1.24 ppm (s, 3H); 3.86 ppm (s, 3H); 4.92 ppm (AB 

system, J=18 Hz, 2H); 5.36 ppm (s, IH); 7.51 ppm (dm, J= 9.0 Hz, IH); 7.58 ppm (d, J= 4.5 

Hz, IH); 7.66 (m, IH); 7.80 ppm (m, IH); 8.00 ppm (dd, J= 2.5-9.0 Hz, IH); 8.06 ppm (dd, 

J=1.5-8.5 Hz, IH); 8.28 ppm (dd, 1=1.5-8.5 Hz, IH); 8.33 ppm (d, J=2.5 Hz, IH); 8.84 ppm 

(df, J=4.5 Hz, IH). 
15 LC/MS:MH+ = 489 

Example 262 

4.4- dimethyl-3-quinolin-4-ylmethyl-5-thioxo-l-(4-trifluoromethoxyphenyl)imidazoIidin-2- 
one 

The following reaction mixture: 
20 317 mg (0.739x10"^ mol) of hydantoin SB 31051-139 
78 mg (0.19x10"^ mol) of Lawesson's reagent 
1 cm^ of toluene 

is refluxed for 9 hours and then cooled, filtered and concentrated under reduced pressure. A 
yellow foam is recovered, and is purified by chromatography several times on silica, with 
25 chloroform/acetone eluent (97/3). 23 1 mg of pure yellow resin are obtained: Rf = 0.38 Th 
= 329 mg Yield = 70% 
IH NMR (DMSO) ppm 

(P-3 105 1-146-2): 1.57 ppm (s, 6H); 5.24 ppm (s, 2H); 7.57 ppm (m, 2H); 7.63 ppm (d, J= 4.5 
Hz, IH); 7.70 ppm (m, 3H); 7.81 ppm (bt, J= 8.5 Hz, IH); 8.08 ppm (dd, J= 1.5-8.5 Hz, IH); 
30 8.26 ppm (dd, J= 1.5-8.5 Hz, IH); 8.86 ppm (d, J= 4.5 Hz, IH). 
LC/SM: MHk = 446 
Example 263 

5.5- dimethyl-l-quinolin-4-ylmethyl-2-thioxo-3-(4-trifluoromethoxyphenyl)imidazolidin-4- 
one 
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The following reaction mixture: 
0.6 g (mmol) of quinoline derivative 
0.918 g (nunol) of fliioisocyanate 
12 cm^ of anhydrous THF 
5 0.2 cm^ of TEA 

is stirred at room temperature for 20 hours. 

The mixture is concentrated under reduced pressure and then purified on a 25 g AIT column, 
eluent 95/5 DCM/acetone. 

The product of Rf = 0.12 is recovered, i.e., 266 mg 
10 Yield = 26% 

IHNMR(DMSO) 

(P-31051-160-2): 1.55 ppm (s, 6H); 5.56 ppm (s, 2H); 7.55 ppm (m, 3H); 7.69 ppm (m, 3H); 

7.82 ppm (bt, J= 8.5 Hz, IH); 8.08 ppm (dd, J= 1.5-8.5, IH); 8.28 ppm (dd, J= 1.5-8.5, IH); 

8.83 ppm (d, J= 4.5 Hz, IH). 
15 MS:M^ = 445"' 

The products of Examples 264 to 332 are described in Table 1 below: these products are 

prepared as indicated in the experimental section of the present patent application and 

especially as indicated for the products of Examples 70 to 200, and thus constitute Examples 

264 to 332 of the present invention. 
20 EXAMPLE 333 : PHARMACEUTICAL COMPOSITION 

Tablets were prepared corresponding to the following formula: 

Product of Example 9 0.2 g 

Excipient for a finished tablet weighing 1 g 

(details of the excipient: lactose, talc, starch, 
25 magnesium stearate). 

EXAMPLE 334: PHARMACEUTICAL COMPOSITION 

Tablets were prepared corresponding to the following formula: 

Product of Example 52 0.2 g 

Excipient for a finished tablet weighing 1 g 

30 (details of the excipient: lactose, talc, starch, 

magnesium stearate). 

Pharmaceutical Composition Examples 333 and 334 above illustrate the present invention, it 
being understood that the same preparations can be made with other preferred products of the 
present invention, and form part of the present invention. 
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The present invention also comprises as examples the compound of formula I below: the list 
below gives the names of compound of formula I as defined above for which B2 is a pyridyl 
radical or a quinolyl radical: these products form part of the present invention and may be 
synthesized according to the processes described above for obtaining the compound of 
5 formula I, and especially according to the operating conditions described for the preparation 
of Examples 61 to 63: ; 

- 5,5-dimethyl- 1 -(2-methylpyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl- 1 -(2-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
10 dione; 

- 5,5-dimethyl-l-(2-isopropylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl-l-(2-/er/-butylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidin^^ 
2,4-dione; 

15 - 555-dimethyH-(2-isobutylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl- 1 -(2-cyclohexylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyH-(2-phenylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
20 dione; 

- 5,5-dimethyl- 1 -[2-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-[2-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl-l-[2-(2-chlorophenyl)pyrid-4-ybnethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 555-dimethyl-l-[2-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4- 
30 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-benzylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5 ,5 -dimethyl- 1 -(2,2 ' -bipyrid-4-y lmethyl)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
dione; 
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- 5,5-dimethyl-l -(2-hydroxymethylpyrid-4-"ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2K^hIoropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)iinidaz^ 
dione; 

5 - 5,5-dimethyl-l-(2-fluoropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyI)m 
dione; 

- 5,5-dimethyl- 1 -(2-bromopyrid-4-ylinethyl)-3 -(4-trifluoromethoxyphenyl)imidazoIidine-2,4- 
dione; 

- 5,5-dimethyl- 1 -(2-aniinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2oIidine-2,4- 
10 dione; 

- 5,5-dimethyl- 1 -(2-methylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(2-ethylaminopyrid-4-ylmethyl)-3-{4- 
trifluoroniethoxyphenyl)imida2olidine-2,4-dione; 

15 - 5,5-dimethyl-l-(2-isopropylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4- 
20 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-diethylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-(2-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl-l-(2-piperidinopyrid-4-ylmethyl)-3<4-tiifluoromethoxyphenyl)im^ 
2,4-dione; 

- 5,5-dimethyl-l-(2-morpholinopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- SjS-dimethyl- 1 -[2-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4- 
30 trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5 ,5-dimethyl- 1 -[2-{ 1 H-pyrazol- 1 -yl)pyrid-4-y lniethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-benzoylhydrazino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-(2-ben2»ylammopyrid-4-ylmethyl)-3-(4- 
trifluorometho3^henyl)iinidazolidine-2,4-dione; 

- 5,5-dimelhyl-l -[2-(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

5 - 5,5-dimethyl-l-[2-(3-chlorobenzoylamino)pyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5Klimethyl-l-[2-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidiiie-2,4-dione; 

- 5,5Klimethyl-l-[2-(4-fluorobenzoylamino)pyrid-4-yImethyl]-3-(4- 
1 0 trifluorometho3Q^henyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-[2-(4-methoxybenzoylamino)pyrid-4-yl-methyl]-3-(4- 
trifluoromethox3T>henyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(2-acetamidopyrid-4-ylmethyl)-3-(4-trifluorometh^ 
2,4-dione; 

15 - 5,5-dimethyl-l-(2-phenylacetainidopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-methylpiperazino)acetainidopyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4- 
20 trifluorometho5QT)henyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 -methyl-4-piperidinyl)carbonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-furanylcarbonyI)aminopyrid-4-ylmethyI]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl-l-(2-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
tri£luoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl-l-(2-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
30 tri£luoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-(2-phenoxycarbonylaminopyrid-4-ylmetiiyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l -[2<4-chloroanilmo)carbonyIaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-anilinocarbonylaminopyrid-4-ylniethyl)-3-(4- 
trifluoromethoxyphenyl)iinidazolidme-2,4-dione; 

5 - 5,5-dimethyl-l -(2-benzyIaminocarbonylaminopyrid-4-ylmethyl)-3-(4 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-pyridylamino)carbonylaminopyrid-4-ylmethyl]-3-^^ 
trifluoromethoxyphenyl)imidaz»lidine-2,4-dione; 

-5,5-dimethyl-lK2-ureidopyrid-4-ylmethyl)-3-(4-trifluoromethoxypheny 
10 dione; 

- 5,5-dimethyl-l-(2-benzylaminosulfonyIaminopyrid-4-ylinethyl)-3-(4- 
trifluorometiioxyphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-methylammosulfonylaminopyrid-4-ylmethyl)-3-(^ 
trifluoroinethox3T)henyl)imidazolidine-2,4-dione; 

15 - 5,5-dimethyl-l-(2-aminosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluorom(ethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(2-morpholinosulfonylaminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2Klime1hylaminosulfonyIaminopyrid-4-ylmethyI)-3-(4- 
20 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-anilinosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenylsuifonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

25 - 5,5-dimethyl-l-[2-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-methylsulfonylaminopyrid-4-ylmethyl>3-(4- 
tri£luoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-chlorophenyl)sulfonylaminopyrid-4-yImethyl]-3 -(4- 
30 trifluoromethox3T)henyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-benzylsulfonylaminop5Tid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromelhoxyphenyl)imida2olidine-2,4-dione; 
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- 5,5-dimethyl-l -(2-ethoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifIuoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-diinethyl- 1 -(2-/er/-butoxycarbonylpyrid-4-yImethyl)-3-(4- 
trifIuoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-phenoxycarbonylpyrid-4-ylinethyl)-3-(4- 
trifluoromethoxyphenyl)imidazoiidme-2,4-dione; 

- 5,5-dimethyI- 1 -[2-(4-methy lpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(methylainino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)iinidazoIidine-2,4-dione; 

- 5,5-dimethyl-l -[2-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-piperidinocarbonylpyrid-4-yknethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-morpholinocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-phenylaminocarbonylpyrid-4-ylmethyI)-3-(4-. 
trifluoromethoxyphenyl)imida2oIidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-chlorophenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-morpholinylamino)carbonylpyrid-4-ylmethyI]-3-(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl-l -(2-aminocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -<2-phenoxypyrid-4-ylmethyl>3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl-l-(2-methoxypyrid-4-ylmethyl>3-(4-trifluoromethoxyphenyl)imid^ 
2,4-dione; 
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- 5,5-dimethyI- 1 -(2-ethoxypyrid-4-ylmethyl)-3-<4-trifluoromethoxyphenyl)imidazx)lid^ 
dione; 

- 5,5-diinethyl- 1 -[2-( 1 -pyrrolidinyl)ethoxypyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

5 -5,5 -dimethyl- 1 -(2-benzy loxypyrid-4-ylmethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5 -dimethyl- 1 -(2-benzoy loxypyrid-4-ylmethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4,5-dihydro- 1 H-imidazol-2-yl)pyrid-4-yhnethyl]-3-(4- 
1 0 trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 H-imidazol-2-yl)pyrid-4-yknethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 H-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

15 - 5,5-dimethyl-l-(2-amidinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl- 1 -(2-dimethylaminomethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl- l-(2-aminomethylpyrid-4-yImethyl)-3-(4- 
20 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-methylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidiiie- 
2,4-dione; 

- 5,5-dimethyl- 1 -(3-ethylpyrid-4-yhnethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

25 -5,5 -dimethyl- 1 -(3 -isopropylpyrid-4-y Imethy l)-3 -(4-trifluoromethoxypheny l)imida2olidine- 
2,4-dione; 

- 5,5-dimethyl-l-(3-/er/-butylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidin^ 
2,4-dione; 

- 5,5-dimethyl-l-(3-isobutylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
30 2,4-dione; 

- 5,5-dimethyl- 1 -(3-cyclohexylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-phenylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazol^ 
dione; 
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- 5,5-dimethyl-l-[3-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5 -dimethyl- 1 -[3 -(3 -chlorophenyl)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-[3-(2-chIorophenyl)pyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4- 
trifluorometho>Qphenyl)iinida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(3-benzylp3Tid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidaz^ 
dione; 

- 5,5-dimethyl-l-(3,2'-bipyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im 
dione; 

- 5,5-dimethyl- 1 -(3 -hydroxymethylpyrid-4-ylmethyI)-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -chloropyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5,5-dimethyl-l -(3-fluoropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- 5,5-dimethyl-l-(3-bromopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5,5-dimethyl-l-(3-aminopyrid-4-ylmethyl)-3-(4-trifluorometho?c^henyl)imidazolidin^ 
dione; 

- 5,5-dimethyl-l-(3-methylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -ethylaminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-(3-isopropyIaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimetiiyl- 1 -(3 -phenylaminopyrid-4-ylmethyl)-3-(4- 
trifluorometboxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(3-cyclohexylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5,5Hiimethyl-l-(3-diethylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethox3Tphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -N-cyclohexyl-N-inethylaminopyrid-4-yImethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl-l-(3-piperidinopyrid-4-ylmethyI)-3-(4-trifluoromeA 
2,4-dione; 

- 5,5-dimethyl-l -(3-morpholinopyrid-4-yImethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 
.5,5-dimethyH-[3-(lH-pyrazol-l-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(2-ben2oylhydrazino)pyrid-4-ylmethyI]-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -benzoy laminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[3-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxypheiiyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethox5^henyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methoxybenzoylamino)pyrid-4-ylmethyl]-3-(4- 
tiifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-acetamidopyrid-4-ylmethyl>3-(4-trifluoromethoxyphenyl)imidazolidine^ 
2,4-dione; 

- 5,5-dimethyl-l -(3-phenylacetamidopyrid-4-ylmethyl)-3-(4- 
trifluorometboxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methylpiperazino)acetamidopyrid-4-ylmethyI]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(3-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-[3-(l-methyl-4-piperidinyl)carbonylaminopyrid-4-ylm 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-[3-(2-furanylcarbonyl)aminopyrid-4-ylinethyl]-3-(4- 
trifluoromethoxyphenyl)imida2oIidme-2,4-dione; 

- 5,5Kiimethyl-l-(3-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -isopropoxycarbonylaminopyrid-4-y lmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -butoxycarbonylaminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -[3-(2-diethylammoethoxycarbonyIamino)pyrid-4-ylmetby^ 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 ,5-diinethyl- 1 -(3 -phenoxycarbony laminopyrid-4-y linethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-chloroanilmo)carbonylammopyrid-4-ytaiethyl]-3-(4- 
trifluoromethoxyphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l -{3-anilinocarbonylaininopyrid-4-ylmediyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l -(3-benzylaminocarbonyIaminopyrid-4-ylmethyl)-3-(4- 
trifluorometho3QT>henyl)imidazolidine-2,4-<Iione; 

- 5,5-dimethyl-l -[3-(2-pyridylammo)carbonylaminopyrid-4-ylinethyl]-3-( 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-\ireidopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5,5-dimethyl-l-(3-ben2ylaminosulfonylaminop5aid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -methylaminosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromelhoxyphenyl)imida2olidiiie-2,4-dione; 

- 5 ,5-dimethyl- 1 -(3 -aminosulfonylaminopyrid-4-y Imethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-morpholinosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-dimethylaiiiiiiosulfonylaminopyrid-4-ylmethyl)-3-(4- 
triflu6romethoxyphenyl)Ltnida2olidine-2,4-dione; 
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- 5,5-dimethyl-l-(3-anilinosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-phenylsulfonyIaminopyrid-4-ylmethyI)-3-(4- 
trifluoromethoxyphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl-l -[3-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidme-2,4-dione; 

- 5,5-Kiimethyl-l-(3-methylsulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-chlorophenyl)sulfonyIammopyrid-4-ylmethyl]-3-( 
trifluoromethoxyphenyI)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-ben2ylsulfony laminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-hydroxycart)onyIpyrid-4-ylmethyl>-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyH-(3-ethoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-ter/-butoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyH-(3-phenoxycarbonylpyrid-4-ylmethyl)-3-(4- 
tiifIuoromethoxyphenyl)imidazolidme--2,4-dione; 

- 5,5Klimethyl-l-[3-(4-methylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4- 
trifIuoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5Klimethyl-l-[3-(methylamino)carbonylpyrid-4-ylmethyI]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-[3-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimetbyl-l-(3-piperidinocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyplienyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-morpholinocarbonylpyrid-4-ylmethyl)-3 -(4- 
lTifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimetiiyl- 1 -[3-(4-phenylpiperazinocarbonyl)pyrid-4-ylnietbyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-<3-phenylammocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)iinida2olidme-2,4-dione; 
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- 5,5-dimethyl-l-[3-<methylphenylammo)carbonylpyrid-4-yIinethyl]0 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

^ 5,5-dimethyl-l-[3-(4-methoxyphenyl)methylammocarbonylpyrid-4-ylmeA^ 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5Kiimethyl-l -[3-(4-<:hlorophenyl)methylammocarbonylpyrid-4-ylmeth^ 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-morpholinylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyH -(3-aminocarbonylp3aid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidiiie-2,4-dione; 

- 5,5-dimethyI-l-(3-phenoxypyrid-4-yhnethyl)-3-(4-trifluoromethox^ 
2,4-dione; 

- 5,5-dimethyl- 1 -(3-methoxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida20^^ 
2,4-dione; 

- 5,5 -dimethyl- 1 -(3 -ethoxypyrid-4-y Imethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5 ,5-dimethy 1- 1 -[3 -( 1 -pyrrolidinyl)ethox5^yrid-4-y lmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoromethox3^hen^ 
2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -ben2oyloxypyrid-4-y Imethy l)-3 -(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4,5-dihydro-lH-imida2ol-2-yl)pyrid-4-yhnethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyl-l-[3-(lH-imidazol-2-yl)pyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyI)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(3-amidinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl-l-{3-dimethylaminomethylp)rrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -(3-aminomethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidiiie-2,4-dione; 
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-4-<2-methylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-d 
5,7-dione; 

- 4-(2-ethylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspTO 
5,7-dione; 

5 - 4-(2-isopropylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-/err-butylpyridm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-isobutylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diaz^ 
10 5,7-dione; 

-4-(2-cyclohexylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-phenylpyridin)-4-ylmethyl-6-(4-trifIuoromethoxyphenyl)-4,6-diazaspiro[2.4]hept^ 
5,7-dione; 

15 - 4-[2-(4-chlorophenyl)pyridin]-4-yIniethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(3-chlorophenyl)pyridin]-4-ylniethyl-6-<4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-chlorophenyl)pyridin]-4-ylniethyl-6-(4-trifluoroniethoxyphenyl)-4,6- 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-fluorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methoxyphenyI)pyridin]-4-ylmethyl-6-(4-trifluoronie^ 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(2-benzylpyridin)-4-ylmethyl-6-(4-trifluoroniethoxyphenyl)-4,6-diazaspiro[2.^ 
5,7-dione; 

-4-(2,2'-bipyridin)-4-ylme1hyl-6-(4-trifluoromeflioxyphenyl)-4,6-diazaspir^ 
dione; 

- 4-(2-hydroxymethylpyridin)-4-ybne1hyl-6-(4-tiifluoronietlioxyph 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-chloropyridin)-4-ylmethyl-6-(4-trifluoroniethoxyphenyl)-4,6Hliaz^ 
5,7-dione; 

- 4-(2-fluoropyridin)-4-ylniethyl-6-(4-trifluorometboxyphenyl)-4,6-dia2asp 
5,7-dione; 
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- 4-(2-bromopyridm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro 
5,7-dione; 

- 4-<2-aminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6Hli 
5,7-dione; 

5 - 4-(2-methylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethylammopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyI)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-isopropylaminopyridin)-4-ylmethyl-6-(4-trifluorometho5^henyl)-4,6- 
1 0 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-phenylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2H:yclohexylaminopyridin)-4-ylmethyl-6-(4-trifluorometho>QT^ 
diazaspiro[2.4]heptane-5,7-dione; 

15 - 4-(2-diethylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyI)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-N-cyclohexyl-N-methylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxy^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-piperidmopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-morpholinopyridin)-4-ylmelhyl-6-(4-trifluoromethoxyphenyl)-^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methylpipei^ino)pyridin]-4-ylmethyl-6-(4-trifluorometho5QT5h^ 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-[2-( 1 H-pyrazol- 1 -yl)pyridm]--4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-<2-benzoylhydrazmo)pyridm]'4-ylmethyl-6-(4-trifluoromethoxyp^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-benzoylaminopyridiii)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-chloroben2oylamino)pyridin]-4-ylmethyI-6-(4-trifluoromethoxyp 
dia2aspiro[2 .4] heptane-5 , 7-dione; 

- 4-[2-(3 -chlorobenzoy lamino)pyridm]-4-ylmethyl-6-(4-trifluoromethoxyphenyI)^ 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-[2-(2-chlorobenzoylamino)pyridin]-4-ylmethyl-6-(4-trifluorometh^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-fluorobenzoylamino)pyridin]-4-ylmethyl-6-(4-trifluorometh^ 
diazaspiro[2.4]heptane-5,7-dione; 

5 - 4-[2-(4-methoxybenzoylammo)pyridm]-4-ylmethyl-6-(4-trifluorometh 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-acetamidopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-phenylacetamidopyridm)-4-ylmethyl-6<4-trifluoromethoxyph^ 
1 0 diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-methylpipera2mo)acetamidopyridin]-4-ylmethyl-6-(4-trifl^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-cyclohexanylcarboxainidopyridm)-4-ylmethyl-6-(4-trifluorom 
diazaspiro[2.4]heptane-5,7-dione; 
15 - 4-[2-( 1 -methyl-4-piperidmyl)carbonylaminopyridin]-4-yhnethyl-6-(4- 
trifluoroinethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-[2-(2-fm^ylcarbonyl)aminopyridin]-4-ylmethyl-6-(4-trifluorom 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-ethoxycarbonylaminopyridm)-4-ylmethyl-6-(4-tri£luoromeA^ 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-isopropoxycarbonylammopyridin)-4-ylmethyl-6-(4-trifluoromethoxyph^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-butoxycarbonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

25 -4-[2-(2-diethylammoethoxycarbonylamino)pyridm]-4--ylmethyl-6-(4-- 
trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-phenoxycarbonylaminopyridin)-4-ylmethyl-6-(4-trifluorometho5Q^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-chloroanilino)carbonylammopjTidin]-4-ylmethyl)-6-(4-trifl^ 
30 4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-anilinocarbonylammopyridin>4-ylmethyl-6-<4-trifluoromelhox>^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-benzylaminocarbonylaminopyridin)-4-ylmethyl-6-(4-tri^ 
diazaspiro[2.4]heptane-5,7-dione; 
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-4-[2-(2-pyridylamino)carbonylaminopyridin]-4-ylmethyl-6-(4-trifluoro 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ureidopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyI)-4,6-diazaspiro[2.4]he 
5,7-dione; 

-4-(2-benzylammosuIfonylammopyridm)-4-ylmethyl-6-(4-trifluorom 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-methylaminosulfonylammopyridm)-4-ylmethyl-6-(4-triflu^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-aminosulfonylammopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphen^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-morpholinosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxy^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-dimethylaminosulfonylaminopyridin)-4-ylmethyl-6-(4-trifl^ 
diazaspiro[2.4]heptaiie-5,7-dione; 

-4-(2-aniIinosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-phenyIsulfonylaminopyridin)-4-ylmethyl-6-(4-trifluorometho3^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-thienyl)sulfonylaminopyridin]-4-ylmethyl-6-(4-trifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-<2-methylsulfonylaminopyridin)-4-ylmethyl-6<4-trifluoromethoxyphen^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-chlorophenyl)sulfonyIammopyridin]-4-ylinethyl-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ben2ylsulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxypheny0 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-hydroxycarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethoxycarbonylpyridm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-/err-butoxycarbonylpyridin)-4-ylmetbyl-6-(4-trifluoromethoxyphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-phenoxycarbonylpyridin>4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 
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-4-[2<4-methylpiperazinocarbonyl)pyridin]-4-yImethyl-6-(4-tri 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[2-(methylammo)carbonylpyridin]-4-ylmethyl-6-(4--trifluoromeA^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2Kdimethylammo)carbonylpyridm]-4-ylmethyl-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-piperidinocarbonylpyridin)-4-ylmethyl-6-(4-trifluorometbo>^ 
diazaspiro[2,4]heptane-5,7-dione; 

-4-(2-moipholinocarbonylpyridin)-4-ylmetiiyl-6-(4-trifluoromethoxyphen^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-phenylpiperazinocarbonyl)pyridm]-4-ylmethyl-6-(4-trifluorome4 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-phenylaminocarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyph 
diazaspiro[2 .4]heptane-5,7-dione; 

-4-[2-(methylphenylamino)carbonylpyridm]-4-ylmethyl-6-(4-trifluorome^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2<4-methoxyphenyl)methylaminocarbonylpyridin]-4-ylmethyl-6<4- 
trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-[2-(4-chlorophenyl)mefliylaminocarbonylpyridin]-4-ylmethyI-6-(4- 
trifluoroinethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-morpholinylamino)carbonylpyridin]-4-yImethyl-6-(4-trifluorom^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<2-aminocarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4-(2-phenoxypyridin)-4-ybnethyl-6-(4-trifluoromethoxyphenyl)-4,6^ 
5,7-dione; 

-4<2-methoxypyridm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethoxypyridin)-4-ylme1hyl-6-(4-trifIuorometlioxyphenyl)-4^ 
5,7-dione; 

- 4-[2-(l -pyrrolidinyl)etho?opyridm]-4-ylmethyl-6-(4-tiifluoromethox^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4<2-benzyloxypyridin)-4-ylmethyl-6-{4-trifluoromethoxyphenyl)^ 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-(2-ben2oyloxypyridin)-4-ylmethyl-6-<4-trifluoromethoxypheny 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4,5-dihydro- 1 H-imida2»l-2-yl)pyridiii]-4-ylmethyl-6-(4-trifluoromethoxyphenyI)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-( 1 H-imidazol-2-yl)p5Tidin]-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-( lH-tetra2ol-5-yl)pyridm]-4-ylmethyl-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-amidinopyridm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6Kiiaza^ 
5,7-dione; 

- 4-(2-dimetbylaminomethyIpyridin)-4-ylmethyl-6-(4-trifluorometh 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-aminometbylpyridin)-4-ylmethyI-6-(4-trifluoromethoxyphenyl)-4 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-methylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-dia^ 
5,7-dione; 

- 4-(3-ethylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,^ 
5,7-dione; 

- 4-(3 -isopropylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-ter/-butylpyridin)-4-ylniethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-isobutylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]h^ 
5,7-dione; 

- 4-(3 -cyclohexylpyridin)-4-y lmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-phenylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]hept^ 
5,7-dione; 

- 4-[3 -(4-chlorophenyl)pyridin] -4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(3-chlorophenyl)pyridin]-4-ylniethyl-6-(4-lrifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-chlorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-[3 -(4-fluorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(4-methoxyphenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethoxypheny0^ 
diazaspiro[2.4]heptane-5,7-dione; 
5 - 4-(3 -benzy lpyridin)-4-ylmethyl-6-(4-trifIuoromethoxypheny l)-4,6-dia2as^ 
5,7-dione; 

-4-(3,2'-bipyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspk^ 
dione; 

-4-(3-hydrox3anethylpyridm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)^ 
1 0 dia2aspiro[2.4]heptane-5,7-dione; 

-4-(3-chloropyridin>4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-dia 
5,7-dione; 

- 4-(3 -fluoropyridm)-4-y lmelhyl-6-(4-trifluoromethoxyphenyl)-4,6Kiiazas 
5,7-dione; 

15 - 4-(3-bromopyridin)-4-ylmethyI-6-(4-trifluoromethoxyphenyl)-4,6-diazaspi^ 
5,7-dione; 

-4-(3-aminopyridin)-4-ybnetfayl-6-(4-trifluoromelhoxyphenyl)-4,6-diazasp 
5,7-dione; 

- 4-(3 -methy laminopyridin)-4-ylmethy l-6-(4-trifluoromethoxypheny l)-4,6- 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-ethylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-isopropylaniinopyridin)-4-yhnethyl-6-(4-trifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(3-phenylaniinopyridin)-4-ybnethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -cyclohexy laniinopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -diethylaminopyridin)-4-ylmethy l-6-(4-trifluoromethoxypheny l)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-N-cyclohexyl-N-methylaminopyridin)-4-ylmethyl-6-(4-trifluorometh^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -piperidinopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -morpholinopyridin)-4-ylinethy l-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[3-(4-methylpiperazmo)pyridml-4-ylmethyl-6-<4-trifluorometho^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 H-pyrazol- 1 -yl)pyridin]-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-ben2X)ylhydrazino)pyridm]-4-ylmethyl-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -beiizoylaminopyridm)-4-ylmethyl-6-(4-trifluorometho5Qphenyl)-4 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-chlorobenzoylamino)pyridin]-4-ylmethyl-6-(4-trifluorometh^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 

-4-[3<3-chlorobenzoyIamino)pyridin]-4-ylmethyl-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(2-chloroben2oylammo)pyridm]-4-ylmethyl-6<4-trifluoromethoxy^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[3<4-fluorobenzoylamino)pyridin]-4-ybnethyl-6<4-trifluoromethox^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methoxybenzoy lammo)pyridm]-4-ybnethy l-6'<4-trifluoromeA^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-acetamidopyridm)-4-ylmethyl-6-(4-tri£luoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -phenylacetamidopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(4-methylpipeiuzino)acetamidopyridin]-4-ylmethyl-6-(4-trifl 
diazaspiro[2.4]beptane-5,7-dione; 

- 4-(3 K:yclohexanylcarboxamidopyridm)-4-ybnethyl-6-(4-trifluoromelho3QT)heny 1)^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 -metbyl-4-piperidinyl)caAonylaminopyridin]-4-y linetbyl-6-(4- 
trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(2-fiiranylcarbonyl)ammopyridm]-4-ybnetbyl-6-(4-tiifl^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-etboxycarix>nylaminopyridm)-4-ylmethyl-6-(4-trifluoromethox^ 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-(3-isopropoxycarbonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxypheny 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -butoxycarbony laminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-^^ 
diazaspiro[2 .4] heptane-5 , 7-dione; 

5 - 4-[3-(2-diethylammoethoxycarbonyIamino)pyridin]-4-ylmethyl-6-(4- 
trifluoromethoxypheny I)-4,6-diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4-(3-phenoxycarbonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-chloroanilino)carbonylaminopyridin]-4-ylmethyl)-6-(4-trifluoromethoxyph^ 
1 0 4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-anilmocarbonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphen^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-benzylaminocarbonylammopyridin)-4-ylmethyl-6-(4-trifluorometh 
diazaspiro[2.4]heptane-5,7-dione; 

15 - 4-[3 -(2-pyridy lamino)carbonylaminopyridin]-4-ylmethyl-6-(4-trifluoromeA 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-ureidopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2 

5,7-dione; 

- 4-(3-ben2ylaminosulfonylaminopyridm)-4-ylmethyl-6-(4-trifluoromethoxypheny 
20 diazaspiro[2.4]heptaiie-557-dione; 

- 4-(3-methylaminosulfonylaminopyridm)-4-ylmethyl-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-aminosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(3-morpholmosulfonylammopyridin)-4-ylmethyI-6-(4-trifluoromethoxyphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<3 -dimethy laminosulfonylaminopyridin)T4-ylmethy l-6-(4-trifluor^ 
diazaspiro [2 .4] heptane-5 , 7-dione; 

- 4-(3 -anilinosulfonylaniinopyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -pheny Isulfony laniinopyridin)-4-ylmethyl-6-(4-trifluoroniethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-thienyI)sulfonylaminopyridin]-4-ylmethyl-6-(4-tri£luoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(3-melhylsulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoro 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4<:hlorophenyl)sulfonylaminopyridin]-4-ylmethyl-6-(4-trifluoromeA^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(3-ben2ylsulfonylammopyridin)-4-ylmethyl-6-(4-trifluorome± 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-hydroxycarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-ethoxycarbonylpyridin)-4-ylmethyl-6<4-trifluoromethoxyphenyl^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(3-rerr-butoxycarbonylpyridin)-4-ylme1hyl-6-(4-trifluoromethoxyphe^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-phenoxycarbonyIpyridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methylpiperazinocarbonyl)pyridin]-4-ylmethyI-6-(4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(methylammo)carbonylpyridm]-4-ybnethyl-6-(4-trifluoromeA^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(dimethylamino)carbonylpyridin]-4-ylmethyl-6-(4-trifluoromethox 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-piperidinc)carbonylpyridm)-4-ylmethyl-6-(4-trifluoromethoxy^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -morpholinocarbonylpyridm)-4-ylmethyl-6-(4-trifluoromethoxyphen^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-phenylpipeiurinocarbonyl)pyridm]-4-yhnethyl-6-(4-trifluorom 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -phenylammocarbonylpyridm)-4-ylmethyl-6-(4-lTifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(methylphenylammo)carbonylpyridin]-4-ylmethyl-6-(4-lTifluorom 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-methoxyphenyl)methylaminocarbonylpyridin]-4-ylmetbyl-6-(4- 
trifluoromethoxyphenyl)-4,6-<iiazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-chlorophenyl)methy lammocarbonylpyridin]-4-y lmethyl-6-(4- 
trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
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.4-[3^4-moipholinylamino)carbonylpyridin]-4-ylmethyl-6-(4-trifl^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(3-aminocarbonylpyridm)-4-ylmethyl-6-(4-lrifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-phenoxypyridin>4-ylmethyl-6-(4-lrifluoromethoxyphenyl)-4,^ 
5,7-dione; 

-4-(3-methoxypyridmH-ylm®*yl-6<4-trifluorome1hoxyphenyl)-4^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -ethoxypyridin)-4-ylmethyl-6K4-trifluoromethoxyphenyl)-4,6-dia^ 
5,7-dione; 

- 4-[3 -( 1 -pyrrolidinyl)ethoxypyridm]-4-ylmethyl-6-(4-trifluoromethox 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-benzyloxypyridin)-4-ylmethyl-6-(4-trifluorometho:OPh©^^ 
diazaspiro[2.4]heptajie-5,7-dione; 

-4-(3-benzoylo3^yridin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,^ 
dia2aspiro[2.4]heptane-5,7-dione; 

. 4-[3-{4,5-dihydro- lH-imidazol-2-yl)pyridin]-4-yImethyl-6<4-trifluorom 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(lH-imidazol-2-yl)pyridin]-4-ylmethyl-6<4-tTifluoromethox>^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4.[3-(lH-tetrazol-5-yl)pyridin]-4-ylmethyl-6<4-trifluoromethox^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-amidinopyridinH-yImethyl-6<4-trifluoromethoxyphenyl)-4,6-di^ 
5,7-dione; 

- 4-(3 -dimethylaniinomethylpyridin)^-ylmethyl-6-(4-trifluoromethoxyphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4<3-aniinomethylpyridin)-4-ylmethyl-6-(4-trifluoroniethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 5-methyl-l-(2-methylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidaz^ 
dione; 

- 5-methyl-l-(2-ethylpyrid-4-yImethyl>3-(4-trifluoromethoxyphenyl)imida^ 
dione; 

- 5-methyl- 1 -(2-isopropylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)iniidazolidm^ 
dione; 
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- 5-methy^l-(2-/er^butylpyrid-4-ylmethyl)-3<4-t^ifluo^omethoxyphenyl)im 
dione; 

- 5-methyl-l-(2-isobutylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)m^ 
dione; 

- 5-methyl-l-<2-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluoromelhoxyphe^^^ 
2,4-dione; 

- 5-methyl- 1 -(2-pheny lpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyI)imida2olidm^ 
dione; 

- 5-methyl-l-[2-(4-chlorophenyl)pyrid-4-yImethyI]-3-(4- 
trifIuoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(3 -chlorophenyl)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(2-chlorophenyl)pyrid-4-y Imethyl] -3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-methoxyphenyl)pyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-benzylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(2,2'-bipyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(2-hydroxymethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-chloropyrid-4-ylmethyI)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(2-fluoropyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imida2oliduie-2,4- 
dione; 

- 5-methyl- 1 -(2-bromopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- 5-methyl- 1 -(2-aminopyrid-4-ylmethyl)-37(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl-l -(2-methylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 
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- 5-methyl- 1 -(2-ethylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida 
2,4-dione; 

- 5-methyl- 1 -(2-isopropylaminopyrid-4-ylmethyl)-3-(4- 
trifIuoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-phenylammopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidme- 
2,4-dione; 

- 5-methyl- l-(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(2-diethylammopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazoIidm^ 
2,4-dione; 

- 5-methyl- 1 -(2-N-cyclohexy 1-N-methy laminopyrid-4-ylmethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-piperidinopyrid-4-y Imethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5 -methyl- 1 -(2-morpholinopjTid-4-ylmethyl)-3 -(4-tri£luoromethoxyphenyl)imidazolidme- 
2,4-dione; 

- 5-methyl- 1 -[2-(4-methylpiperazmo)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-( IH-pyrazol- 1 -yl)pyrid-4-yhnethyl]-3-(4- 
trifluorometho3QT>henyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(2-beiizoylhydrazino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-benzoylammop5Tid-4-y Imethy l)-3 -(4-trifluoromethox3T>heny l)imidazolidine- 
2,4-dione; 

- 5 -methyl- 1 -[2-(4-chlorobenzoylammo)pyrid-4-yImethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethox5T)henyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[2-(2-chlorobenzoylammo)pyrid-4-y lmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-fIuorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(4-methoxybenzoyIamino)pyrid-4-ylmethyl]-3-{4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 
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- 5-methyl-l-<2-acetamidopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl^ 
dione; 

- 5 -methyl- 1 -(2-phenylacetainidopyrid-4-ylmethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

5 - 5-methyl- 1 -[2-(4-methylpiperazmo)acetainidopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-cyclohexanylcarboxamidopyrid-4-yhnethyI)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-( 1 -methyl-4-piperidinyl)carbonylaminopyrid-4-ylmethyl]-3-(4- 
1 0 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(2-furanylcarbonyl)aminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-ethoxycarbony laminopyrid-4-y lmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl- 1 -(2-isopropoxycarbonylammopyrid-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-butoxycarbohylamm6pyrid-4-yImethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4- 
20 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-phenoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-234-dione; 

- 5-methyl-l -[2-(4-chloroaiiilino)carbonylammopyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

25 - 5-methyl- 1 -(2-anilinocarbonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-beiizylammocarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(2-pyridylamino)carbonylammopyrid-4-ylmethyl]-3-(4- 
30 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyI-l-(2-iireidopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(2-benzylaminosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5-methyI-l-(2-methylaminosulfonylaminopyrid-4-ylinethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-ammosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-{2-morphoImosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-dimethylaminosulfonylammopyrid-4-ylmethyI)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyI-l-(2-anilinosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-phenylsulfonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-[2-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-<4- 
trifluorometho?Q^henyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(2-methylsulfonylaininopyrid-4-ylmethyI)-3-(4- 
trifluoromethoxyphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-[2-(4-chlorophenyl)sulfonylaininopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-benzy lsulfonylaminopyrid-4-y lmethyI)-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyH-(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5 -methyl- 1 -(2-ethoxycarb6nylpyrid-4-ylmethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-/er/-butoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(2-phenoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-methyIpiperazinocarbonyl)pyrid-4-ybiiethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -[2-(methylamino)carbonylpyrid-4-yImethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(dimethyIamino)carbonylpyrid-4-yimethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5-methyl- 1 -(2-piperidinocarbonylpyrid-4-yImethyl)-3-(4- 
trifluoroinethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-morpholinocarbonylpyrid-4-ylmethyl)-3 -(4- 
trifluorometboxyphenyl)iinidazolidine-2,4-dione; 

- 5-methyl- l-[2-(4-phenylpiperazinocarbonyl)pyrid-4-yImethyl]-3-(4- 
trifluorometho3Qphenyl)imida2oIidine-2,4-dione; 

- 5-methyl- 1 -(2-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(4-chlorophenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- l-[2-(4-morpholinylamino)carbonylpyrid-4-yImethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-ammocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(2-phenoxyp5nid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2»lidine 
dione; 

- 5 -methyl- 1 -(2-methoxypy rid-4-y Imethy l)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(2-ethoxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -[2-( 1 -pyrrolidiny l)ethoxypyrid-4-yImethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-ben2yloxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,^ 
dione; 

- 5-methyl- 1 -(2-ben2X)yloxypyrid-4-ylmethyl)-3-(4-trif!uoromethoxyphenyl)imidazolidme- 
2,4-dione; 

-5-methyl-l-[2-(4,5-dihydro-lH-imidazol-2-yI)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
-5-methyl-l-[2-(lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidiDe-2,4-dione; 
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- 5-methyl-l-[2-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4- 
trifluorometboxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-amidmopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidm^ 
dione; 

5 - 5-methyl-l-(2-dimethylaminomethylpyrid-4-yImethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-aminomethyIpyrid-4-ylmethyl)-3 -(4-trifluoromethox3^henyl)imidazolidme- 
2,4-dione; 

- 5-methyl-l-(3-metiiylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imi<^ 
1 0 dione; 

- 5-methyl- 1 -(3 -ethy lpyrid-4-y lmethyl)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(3-isopropylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

15 - 5-methyl-l-(3-/er/-butylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidaz»lidine-2,4- 
dione; 

- 5-methyl-l-(3-isobutyIpyrid-4-ylmethyl)-3-(4-trifluoK>metho3QT>henyl)imidaTO 
dione; 

- 5-methyl-l-(3-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
20 2,4-dione; 

- 5-methyl- 1 -(3-phenylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl-l-[3-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

25 - 5-methyl-l-[3-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
tri£luoromethoxypbenyl)imidazolidine-2,4-dione; 

- 5-methyH-[3-(2-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3 -(4-fluoropheny l)pyrid-4-ylmethyl]-3 -(4- 
30 trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-{4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-benzylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 
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- 5-methyl-l -(3,2'-bipyrid-4-ylmethyl)-3-(4-trifluoromethoxypheny0 
dione; 

- 5-methyl- 1 -(3-hydroxymethylpyrid-4-ylmethyl)-3-(4- 
trifIuoroinetboxyphenyl)imidazolidiDe-2,4-dione; 

- 5-methyl- 1 -(3-chloropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl-l-(3-fluoropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)M 
dione; 

- 5-methyl-l-(3-bromopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidin^ 
dione; 

- 5-niethyl-l-(3-aminopyrid-4-ylniethyI)-3-(4-trifluoromethoxyphenyl)imid 
dione; 

- 5-niethyl-l-(3-methylaminopyrid-4-ylmethyl)-3-(4-trifluoromethox^ 
2,4-dione; 

- 5-methyl-l-(3-ethylaniinopyrid-4-ylmethyl)-3-(4-trifluoromethoxypheny 
2,4-dione; 

- 5-methyl- 1 -(3 -isopropy laminopyrid-4-yImethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- l-(3-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine- 

2,4-dione; 

- 5-methyl- 1 -(3-cyclohexylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -diethy laminopyrid-4-y Imethy I)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 

2,4-dione; 

- 5 -methyl- 1 -(3 -N-cyclohexyl-N-methylaminopyrid-4-y Imethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-piperidinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- 5-methyl-l-(3-morpholinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl- 1 -[3 -(4-methylpiperazino)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-( 1 H-pyrazol-1 -yl)pyrid-4-yhnethyl]-3-(4- 
trifluoromethoxyphenyl)imida2oUdine-2,4-dione; 
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- 5-methyl- 1 -[3 -(2-benzoy lhydrazmo)pyrid-4-ylmethy l]-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -<3 -benzoylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im 
2,4-dione; 

- S-methyl- 1 -[3 -(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[3 -(3 -chIorobenzoylainmo)pyrid-4-ylmefliyI]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -[3-(2-chlorobenzoylainino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyH-[3-(4-fluorobeiizoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -[3 -(4-methoxybenzoylamino)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- 5-methyl-l-(3-acetamidopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolid^ 
dione; 

- 5-methyl-l-(3-phenylacetamidopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l -[3-(4-methylpiperazino)acetamidopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -cyclohexany lcarboxamidopyrid-4-ylmethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -[3-(l -methyl-4-piperidinyl)carbonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -[3-(2-furanylcarbonyl)aminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)miidazoIidine-2,4-dione; 

- 5-methyl-l -(3-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(3-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2»lidine-2,4-dione; 
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- 5-methyl- 1 -(3-phenoxycarbonylaminopyrid-4-ylmethyl>3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4K^hloroanilino)carbonylammopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -anilinocarbony laminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imida2olidme-2,4-dione; 

- 5-metliyl- l-(3-benzylaminocarbonyIaininopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[3-(2-pyridylamino)carbonylammopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-ureidopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl-l-(3-ben2ylaminosuIfonylaminopyrid-4-yhnethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyH-(3-methylaminosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -aminosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -morphoImosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -dimethy Iaminosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -anilinosulfonylammop5^d-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -pheny lsulfonylammopyrid-4-y lmethyl)-3 -(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -[3-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3-methylsulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyI)imidazolidiiie-2,4-dione; 

- 5-methyl- 1 -[3-(4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2oHdme-2,4-dione; 

- 5-methyl- l-{3-benzylsulfonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 
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- 5-methyl- 1 -(3 -hydroxycarbonylpyrid-4-y linethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -<3-ethoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoroinethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-/err-butoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoroniethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(3-phenoxycarbonylpyrid-4-ylinethyI)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3<4-methyIpiperazinocarbonyl)pyrid-4-ylinethyI]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(methylainino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyI-l-[3-(dimethylainino)carbonyIpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-piperidinocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-morpholinocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -[3-(4-phenyIpiperazinocarbonyl)pyrid-4-yknethyl]-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5-methyH -(3-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[3-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l -[3-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-chlorophenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-morpholmylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -aminocarbonylpyrid-4-ylmethyI)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-phenoxypyrid-4-ylmethyl)-3-{4-tiifluoromethoxyphenyl)imidazolidme-2,4- 
dione; 
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- 5-methyl- 1 -(3-methoxypyrid-4-y lmethyl)-3-(4-trifluoromethoxyphenyl)imida2olW 
dione; 

- 5-me1hyl-l -(3-etho>iypyrid-4-ylmethyl)0-(4-trifluoromethox 
dione; 

- 5-methyl- 1 -[3-( 1 -pyrrolidinyl)ethoxypyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-benzyloxypyrid-4-yImethyl)-3-(4-trifluoromethoxyphenyl)m 
dione; 

- 5-methyI- 1 -(3-benzoyloxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl-l-[3-(4,5-dihydro-lH-imidazoI-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-( 1 H-imidazol-2-yl)pyrid-4-yhnethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-( lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-amidinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(3 -dimethylaminomethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-aniinomethylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 1 -(2-methylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-ethylpyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-isopropylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-rcrr-buty lpyrid-4-y lmethyl)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4-dione; 

- l-(2-isobutylp3add-4-ylmethyl)-3-(4-trifluorometfioxyphenyl)imida2olidine-2,4-dione; 

- 1 -(2-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluorometho>QT)henyl)imida2olidine-2,4-dione; 

- 1 -(2-pheny lpyrid-4-ylmethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- l-[2-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoix>methoxyphenyl)imidazoIidine-2,^ 
dione; 
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- l-[2-(2-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluorometho?QT3he 
dione; 

- 1 -[2-(4-fIuorophenyl)pyrid-4-ylmethyl]-3 -(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

5 - 1 -[2-(4-methoxyphenyl)pyrid-4-ylmethyl]-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
dione; 

- 1 -(2-beiizy lpyrid-4-ylinethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -<2,2' -bip3Tid-4-ylmethyl)-3-(4-trifluoromethoxypheny I)imida2olidine-2,^ 

- 1 -(2-hydroxymethylpyrid-4-yImethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
10 dione; 

- 1 -(2-chloropyrid-4-ylmethyl)-3 -(4-tiifIuoromethoxyphenyl)imida2olidine-2,4-dione; 

- l-(2-fluoropyrid-4-ylmethyl)-3-(4-tiifluoromethoxyphenyl)imidazolidine-2,4^^ 

- 1 -(2-bromopyrid-4-ylmethy l)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4-dione; 

- l-<2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4-dio 

15 - 1 -(2-methylaminopyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- l-(2-ethylaminopyrid-4-ylmethyl)-3 -(4-trifluoromethoxypheny l)imida20 

- 1 -(2-isopropylaminopyrid-4-yhnethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- 1 -(2-phenylaminopyrid-4-yhnethyl)-3 -(4-trifluoromethoxypheny l)imidazoIidine-2,4-dione; 
20 - 1 -(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 

dione; 

- 1 -(2-diethylaminopyrid-4-y lmethyl)-3 -(4-trifluoromethoxyphenyI)imida2olidine-2,4-dione; 

- 1 -(2-N-cyclohexyI-N-methy laminopyrid-4-y hnethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

25 - 1 -(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-morpholinopyrid-4-y hnethyl)-3 -(4-trifluoromethoxyphenyl)imid2izoIidine-2,4-dione; 

- l-[2-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)imida2olidine- 
2,4-dione; 

- 1 -[2-( 1 H-pyrazol- 1 -y l)pyrid-4-yhnethyl] -3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
30 dione; 

- 1 -[2-(2-benzoylhydrazino)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- l-(2-ben2X)ylaminopyrid-4-yhnethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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. 1 -[2-<4-chlorobenzoylamino)pyrid-4-ylmethyl]0-(4-trifluoromeA 
2,4-dione; 

- 1 -[2-(3-chloroben2oylamino)pyrid-4-ylmethyl]0-(4-trifluoromethoxyphe^^^ 
2,4-dione; 

- 1 -[2<2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyp 
2,4-dione; 

- 1 .[2-(4-fluorobenzoylamino)pyrid-4-ylniethyl]-3-(4-trifluoromethoxypheny0 
2,4-dione; 

- 1 -[2-(4-methoxybenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- l-(2-acetamidopyrid-4-ylniethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine 

- 1 -(2-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imid^ 
dione; 

- 1 -[2-(4-methylpiperazino)acetamidopyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4- 
trifluorometho3^henyl)imidazolidine-2,4-dione; 

- l-[2-(l-methyl-4-piperidinyl)carbonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(2-furanylcarbonyl)aminopyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(2-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxypheny 
2,4-dione; 

- 1 -(2-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- i-(2-butoxycarbonylaniinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl^ 
2,4-dione; 

- 1 -[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-phenoxycarbonylaminopyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- l-[2-(4-chloroanilino)carbonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)iniidazolidine-2,4-dione; 
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- 1 -(2-anilinocarbonylaininopyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)iniidazolidme- 
2,4-dione; 

- 1 -(2-benzylaininocarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -[2-(2-pyridylamino)carbonylammopyrid-4-ylmethyl]-3 -(4- 
tri£luoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-ureidopyrid-4-ylmethyl>3-(4-trifluoromethoxyphenyl)imidazolidine^^ 

- l-(2-benzylaininosulfonylaininopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(2-methylaminosulfonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-ammosulfonylaminopyrid-4-yImetiiy l)-3 -(4-trifluoromethoxyphenyl)imidazolidme- 
2,4-dione; 

- l-(2-morpholinosuIfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 1 -(2-dimethylammosulfonylaniinopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-anilinosulfonyIaminopyrid-4-ylmethyl)-3 -(4-trifluoromethoxypheny l)iinidazolidine- 
2,4-dione; 

- 1 -(2-phenylsulfonylaminopyrid-4-ylmethyl>3-(4-trifluoromethoxyphen 
2,4-dione; 

- 1 -[2-(2-thienyl)sulfonylaminopyrid-4-y Imethy l]-3 -(4- 
trifluoromethoxyphenyl)iinidazolidme-2,4-dione; 

- 1 -(2-methylsulfonylammopyrid-4-ylmethyl)-3 -(4-tri£luorometho30^phenyl)imidazolidine- 
2,4-dione; 

- 1 -[2-(4-chlorophenyI)sulfonylammopyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)iinidazolidme-2,4-dione; 

- 1 -(2-beiizylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxypheny^ 
2,4-dione; 

- 1 -(2-hydroxycarbonylpyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- l-(2-ethoxycarbonylpyrid-4-ybiiethyl)-3-(4-trifluoromethoxyphenyl)m^ 
dione; 
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- 1 -(2-/erf-butoxycarbonylpyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidme-2,^ 
dione; 

- l-(2-phenoxycarbonylpyrid-4-ylme11iyl)-3-(4-trifluoromethoxyphenyl)im 
dione; 

- 1 -[2-(4-methylpiperazinocarbonyl)pyrid-4-ylmethyl]-3 -(4- 
trifluoroinethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(methylamino)carbonylpyrid-4-yImethyl]-3-(4-trifluoromethoxyphen^^ 
2,4-dione; 

- 1 -[2-(dimethylamino)carbonylpyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(2-piperidmocarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imi^^ 
dione; 

- 1 -(2-morphblinocarbonylpyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyI)iniidazoIidine-2, 
dione; 

- l-[2-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4- 
trifluoroinethoxyphenyl)imida2olidine-2,4-dione; 

- l-(2-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-lri£luoroniethoxyphenyl^ 
2,4-dione; 

- 1 -[2-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-methoxyphenyI)methylaniinocarbonylpyrid-4-yIniethyl]-3-(4- 
trifluoromethoxyphenyl)imidazoIidine-2,4-dione; 

- l-[2-(4-chlorophenyl)methyIaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-[2-(4-morpholinylamino)carbonyIpyrid-4-yhnethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -(2-aminocarbonylpyrid-4-ylmethyI)-3-(4-trifluoroniethoxyphenyl)iniidaz^ 
dione; 

- 1 <2-phenoxypyrid-4-ylmelliyl>3<4-trifluoromethoxyphenyl)iniidazolidine- 

- 1 -(2-methoxypyrid-4-ylmethyl>3-(4-trifluoromethoxyphenyl)imidazolidin^ 

- 1 -(2-€thoxypyrid-4-ylmethyl)-3-(4-trifluoroniethoxyphenyl)iniidazolidine-2,^ 

- l-[2-(l-pyrrolidinyl)ethoxypyrid-4-ylnietbyl]-3-(4-trifluoromethoxypheny^ 
2,4-dione; 

- l-(2-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-^ 
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- 1 -(2-benzoyloxypyrid-4-y lmethyl)-3 -(4-trifluoromethoxyphenyl)imiciazolidine-2,4-dione; 

- 1 -[2-<4,5-dihydro-lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-[2-(lH-imidazol-2-yl)pyrid-4-yImethyl]-3-(4-trifluoromethoxyphenyl)m 
dione; 

- l-[2-(lH-tetrazol-5-yI)pyrid-4-ylmethyl]-3-<4-trifluoK>methoxyphenyl) 
dione; 

- 1 -(2-amidmopyrid-4-ylmethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 1 -(2-dimethylaminomethyIpyrid-4-ylmethyI)-3-(4-trifluorometho 
2,4-dione; 

- 1 -(2-aminomethyIpyrid-4-ylmethy l)-3 -(4-trif!uoromethoxyphenyI)imidazolidine-2,4-dione; 

- 1 -(3 -methylpyrid-4-y lmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- l-(3-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazoIidine-2,4Ki 

- l-(3-isopropylpyrid-4-ylmethyl)-3'(4-trifluorome1hoxyphenyl)imidazolidine-2,4 

- l-(3-/er/-butylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazol^ 

- 1 -(3 -isobutylpyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- l-(3-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,^ 

- l-(3-phenylpyrid-4-yIme11iyl)-3-(4-trifluoromethoxyphenyl)imidazolidme-^ 

- l-[3-(4-chlorophenyl)pyrid-4-ylmethyl]0-(4-trifluoromethoxyphenyl)imid 
dione; 

- l-[3-(3-chlorophenyl)pyrid-4-ylnaethyl]-3-(4-tri£luoromethoxyphenyl)i^ 
dione; 

- l-[3-(2-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)imida2» 
dione; 

- 1 -[3 -(4-fluorophenyl)pyrid-4-yImethyl]-3 -(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- 1 - [3 -(4-methoxyphenyl)pyrid-4-ylmethyl]-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- l-{3-benzylpyrid-4-ylmethyl>3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dion 

- l-(3,2'-bipyrid-4-ylmethyl)-3-(4-trifluoroniethoxyphenyl)imidazolidine-2,4-d 

- 1 -(3-hydroxyniethylpyrid-4-ylmethyl>3-(4-trifluoroniethoxyphenyl)iini<^^ 
dione; 

- l-(3K:hloropyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)iniidazolidi^ 

- 1 -(3 -fluoropyrid-4-ylmethy I)-3 -(4-trifluoromethoxypheny l)imida2olidine-2,4-dione; 



✓ 
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- 1 -(3 -bromopyrid-4-ylmethyl)-3 -(4-trifluoroinethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -(3 -ammopyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- l-(3-methylammopyrid-4-ylmethyl)0-(4-trifluoromethoxyphenyl)im 

- l-(3-ethylaminopyrid-4-ylmethyl)-3-<4-trifIuoromethoxyphenyl)im^ 

5 - l-(3-isopropylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2^ 
dione; 

- 1 -(3-phenylammopyrid-4-ylmethyl)0-(4-trifluoromethoxyphenyl)^ 

- 1 -(3K5yclohexylaminopyrid-4-ylmelhyl)-3-(4-trifluoromethoxyphenyl)m^ 
dione; 

10 - 1 -(3 -diethylaminopyrid-4-ylmethyl)-3 -(4-tri£luoromethoxyphenyl)imidazolidme-2,4-dione; 

- 1 -(3-NH:yclohexyI-N-methylaminopyrid-4-ylmetliyl)-3-(4- 
trifluoromethoxyphenyl)iinida2olidine-2,4-dione; 

- 1 -(3 -piperidinopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazo 

- l-(3-moiphoImopyrid-4-ylmethyl)-3-(4-trifIuoromethoxyphenyl)im^ 

15 - l-[3-(4-methyIpiperazino)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)m 
2,4-dione; 

- 1 -[3-( 1 H-pyrazol- 1 -yl)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 1 -[3-(2-benzoyIhydi^mo)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)^^ 
20 2,4-dione; 

- l-(3-benzoylaminopyrid-4--ylmethyl)-3-(4-trifluoromethoxyphenyl)im 

- 1 -[3 -(4-chlorobenzoylaniino)pyrid-4-yImethyl]-3-(4-trifluoromethoxyphenyO 
2,4-dione; 

- l-[3-(3-chlorobenzoylaniino)pyrid-4-ylmethyI]-3-(4-trifluoromethoxyphenyl)im 
25 2,4-dione; 

- 1 -[3-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)imid 
2,4-dione; 

- l-[3-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoromethoxyphenyl)i^ 
2,4-dione; 

30 - 1 -[3 -(4-methoxybenzoy lamino)pyrid-4-ylmethyI]-3 -(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -(3-acetamidopyrid-4-ybnethyI)-3-(4-trifluoroniethoxyphenyl)iniidazolidine- 

- l-(3-phenylacetaniidopyrid-4-ylmethyI)-3-(4-trifluoromethoxyphenyl)imida2X)U 
dione; 
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- l-[3-(4-methyIpiperazino)acetainidopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -(3 -cyclohexany lcarboxaiiiidopyrid-4-y Imethy l)-3 -(4- 
tri£luoromethoxyphenyl)imidazolidine-2,4-dione; 

- l.[3-(l-methyl-4-piperidinyI)carbonylammopyrid-4-ylmethyl]-3-(4 
trifluoromethoxyphenyl)iniidazolidme-2,4-dione; 

- l-[3-(2-fui^ylcarbonyl)aininopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3-ethoxycarbonylammopyrid-4-ylmethyl)-3<4-trifluoromethoxypheny0 
2,4-dione; 

- l-(3-isopropoxycarbonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- l-(3-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl) 
2,4-dione; 

- l.[3-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -phenoxycarbonylaminopyrid-4-y Imethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- l-[3-(4-chloroanilino)carbonylaminopyrid-4-ylmethyl]-3-(4- 
1rifluorome1hoxyphenyl)imidazolidine-2,4-dione; 

- l-(3-anilinocarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyphe^^^ 
2,4-dione; 

- 1 -(3 -benzylaininocarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluorometboxyphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(2-pyridy lamino)carbony laniinopyrid-4-ylmethyl]-3 -(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -(3 -ureidopyrid-4-yhnethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3-benzylaminosulfonylaniinopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -methylaminosulfonyIaminopyrid-4-ylmethyl)-3-(4- 
trifluorometho>QT>henyI)imida2olidine-2,4-dione; 

- 1 -{3 -aminosuIfonylaminopyrid-4-ylniethyl>3-(4-trifluoroniethoxyphenyl)im^ 
2,4-dione; 
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- l-(3-morpholinosulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifIuoromethoxyphenyI)imidazolidine-2,4-<iione; 

- l-(3-dimethylaminosulfonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-{3-anilmosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoromethoxyph^ 
2,4-dione; 

- 1 •<3-phenylsulfonylaminopyrid-4-ylmethyl>3-(4-trifluoromethoxyph 
2,4-dione; 

- l-[3-(2-thienyl)sulfonylammopyrid-4-ylinethyl]-3-(4- 
trifluoromethoxyphenyl)iinidazolidine-2,4-dione; 

- 1 -{3-methylsulfonylaminopyrid-4-ylmethyl)-3<4-trifluoromethoxyph 
2,4-dione; 

- 1 -[3-(4-chlorophenyl)suIfonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -(3-benzylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluorometho>^ 
2,4-dione; 

- l-(3-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im 
dione; 

- 1 -(3-ethoxycarbonylpyrid-4-ylniethyl)-3-(4-trifluoromethoxyphenyl)imida 
dione; 

- l-(3-/er^butoxycarbonylpyrid-4-ylniethyl)-3-(4-trifluoromethoxyphenyl)imid^ 
dione; 

- 1 -<3-phenoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoroniethoxyphenyl)imidazol^ 
dione; 

- 1 -[3-(4-methylpiperazinocarbonyl)pyrid-4-ybnethyl]-3 -(4- 
txifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-[3-(methylamino)carbonylpyrid-4-ylmethyl]-3-(4-lrifluoromethoxyphenyl)im^ 
2,4-dione; 

- 1 -[3 -(dimethylamino)carbonylpyrid-4-yhnethyl]-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(3-piperidinocarbonylpyrid-4-ylmethyl)-3-(4-trifluoroniethoxyphenyl)imida^ 
dione; 

- 1 -(3-moipholinocarbonylpyrid-4-ylniethyI)-3-(4-trifluoromethoxyphenyl)imidaTO 
dione; 
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- l-[3-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- l-(3-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethoxy^ 
2,4-dione; 

- 1 -[3-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl] -3 -(4- 
trifIuoromethoxyphenyl)imida2olidine-2,4-dione; 

- 1 -[3-(4-chlorophenyl)methylammocarbonylpyrid-4-ylniethyl]-3-(4- 
trifluoromethoxyphenyl)imidazoIidme-2,4-diohe; 

- l-[3-(4-morpholinylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -{3-ammTCarbonylpyrid-4-ylmethyl)0-(4-trifluoromethoxyphenyl)m 
dione; 

- 1 -(3-phenoxypyrid-4-ylmethyl)0-(4-trifluoromethoxyphenyl)imidazolidm^ 

- l-<3-methoxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2ol^ 

- l-(3-ethoxypyrid-4-ybnethyl)-3<4-tiifluoromethoxyphenyl)im 

- 1 -[3 -( 1 -pyiTolidmyl)ethojQpyrid-4-ylmethyl]-3-(4-trifluorometfao>^hen 
2,4-dione; 

- 1 -(3 -ben2ylox5^yrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazoIidm 

- l-(3-benzoyloxypyrid-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2oK 

- l-[3-(4,5-dihydro-l H-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-[3-(lH-imidazol-2-yl)pyrid-4-ylmethyl]r3-(4-trifluoromethoxyphenyI)im 
dione; 

- l-[3-(lH-telTazol-5-yl)pyrid-4-ylniethyl]-3-(4-trifluoix)methoxyphenyl)m 
dione; 

- 1 -(3 -amidinopyrid-4-ylmethyl)-3 -(4-trifluoromethoxyphenyI)imidazoIidine-2,4-dione; 

- 1 -(3 -dimethylaminomethy lpyridin)-4-ylmethyl]-3 -(4-trifluoro- 
methoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -aminomethy lpyrid-4-y Imethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-niethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l -(2-ethylpyrid-4-yIinethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-isopropy lpyrid-4-yImethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(2-rer/-butylpyrid-4-ylmethyI)-3-(4- 
trifIuoromethaiiesulfanylphenyl)imida2oIidme-2,4-dione; 

- 5,5-dimethyl-l -(2-isobutylpyrid-4-ylinethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 5 5-dimethy 1- 1 -(2-cy clohexy lpyrid-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-phenylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
tri£luoromethanesulfanyIphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[2-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyH -[2-(2-chlo^ophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidiiie-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-methoxyphenyl)pyrid-4-ybnethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidiiie-2,4-dione; 

- 5,5-dimethyl- 1 -(2-benzylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2,2 '-bipyrid-4-yhiiethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-hydroxymethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -(2-chloropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-fluoropyrid-4-ylmethyl)-3-<4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2 -bromopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 



FRAV2003/0002 US NP 



250 



- 5,5-dimetliyI-l-(2-aminopyrid-4-ylmethyl>3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-methylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -(2-ethylaminopyrid-4-yImethyl)-3-<4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(2-isopropylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 ,5-dimethyl- 1 -(2-phenylaminopyrid-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanylphenyI)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l-(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(2-diethylaminopyrid-4-ylinethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-H2-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl)-3-^^^ 
trifluorome1hanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(2-piperidmopyrid-4-ylmethyl>3-(4- 
trifluoromethanesuIfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyM -(2-morpholinopyrid-4-ylinethyl)-3-<4- 
trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-methylpiperazmo)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfaiiylphenyI)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 H-pyrazol- 1 -yl)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -[2-(2-benzoylhydrazino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimediyl- 1 -(2-benzoylaininopyrid-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(3 -chloroben2oylamino)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-{4- 
trifluoromethanesulfanylphenyl)imidazolidiDe-2,4-dione; 
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- 5,5-dimethyl- 1 -[2-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimelliyl-l-[2-(4-methoxybenzoylammo)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

5 - 5,5-dimethyH-(2-acetamidopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazoIidine-2,4-dione; 

- 5,5-<Iimethyl-l-(2-phenylacelamidopyrid-4-ylmethyl>3-(4- 
trifluoroinethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5Kiimethyl-l-[2-(4-methylpiperazino)acetamidopyrid-4-ylmeth^ 
1 0 trifluoromelhanesulfanylphenyl)imida2oIidine-2,4-dione; 

- 5,5-dimethyl-l-(2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4- 
trifIuoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 -methyl-4-piperidmyl)carbonylammopyrid-4-yImethyl]-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

15 - 5,5-dimethyl-l-[2-(2-ftu^ylcarbonyl)aminopyrid-4-ylmeth^ 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(2-ethoxycarbonylaminopyrid-4-y lmethyl)-3 -(4- 
trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(2-isopropoxycarbonylaminopyrid-4-y Imethy l)-3 -(4- 
20 trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyI-l-(2-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifIuoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-y lmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dime1hyI-l-(2-phenoxycarbonyIaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-chloroamlino)carbonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(2-anilinocarbonylaminopyrid-4-ylmethyl)-3-(4- 
30 trifluoromethanesulfanyIphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(2-benzylaminocarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-pyridyIamino)carbonylaminopyrid-4-yImethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l -(2-ureidopyrid-4-ylmethyI)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-benzylammosulfonyIammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimelhyl-l -(2-methylaminosuIfonylaminopyrid-4-ylmethyl)-3-(^ 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5,5Kiimethyl-l -(2-aminosulfonylaminopyrid-4-yImethyl)-3-(4- 
trifluoroniethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-moipholinosulfonylaminopyrid-4-ylmethyl)-3-(^ 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -(2Hiimethylaminosulfonylaminopyrid-4-ylmethyl)-3 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-anilinosulfonylaminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-phenylsulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-thienyl)sulfonylaminopyrid-4-yImethyl]-3-(4- 
trifluoromethanesulfanylphenyl)iinidazoIidme-2,4-dione; 

- 5,5-dimethyl-l -(2-methylsulfonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl-l -[2-(4-chlorophenyl)sulfonyIaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l -(2-benzylsulfonylaminopyrid-4-ylmethyl)-3-(4- 
trifIuoroinethaiiesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI- 1 -(2-ethoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-(2-/cr/-butoxycarbonyIpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-<2-phenoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-inethylpiperazmocarbonyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-[2-(methyIamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5'-dimethyl-l-[2<dimethylamino)carbonylpyrid-4-yImethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-piperidinocarbonylpyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(2-moiT)holmocarbonylpyrid-4-yhnethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl- l-[2-(4-phenylpiperazinocarbonyl)pyrid-4-yImethyl]-3-(4- 
trifluorometbanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l<2-phenylaminocarbonylpyrid-4-yhnethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(methylphenylamino)carbonylp3a-id-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-[2-(4-methoxyphenyl)methylamincK:arbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-chlorophenyl)methylammocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-[2-(4-morpholinylamino)carbonylpyrid-4-ylmethyI]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-aminocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenoxypyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-(2-methoxypyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-ethoxypyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(l-pyrrolidinyl)ethoxypyrid-4-yhnethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-diorie; 

- 5,5-dimethyl-l-(2-benzyloxypyrid-4-yImethyl)-3-(4- 
trifluoromethanesulfaBylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-ben2oyloxypyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl- 1 -[2-(4,5-dihydro- 1 H-imida2ol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-[2-(lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[2-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]--3-(4- 
trifluoromethaiiesulfanyIphenyl)iniidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2 -amidinopyrid-4-ylinethyl)-3-(4- 
trifluoromethaiiesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l <2-dimethylammomethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-diinethyl-l-(2-aminomethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(3-methylpyrid-4-y Imethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-ethylpyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imida2oIidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -isopropylpyrid-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-rerr-butylpyrid-4-ylmethyI)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-(3-isobutylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -{3 -cyclohexylpyrid-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-phenylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-[3-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(3-chlo^ophenyl)pyrid-4-ylmethyl]-3-(4- 
trifluo^omethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -[3 -{2-chlorophenyl)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- l-[3-(4-fluorophenyl)pyrid-4-yhnethyl]-3-(4- 
trifluoromethanesulfaiiylphenyl)imida2olidine-2,4-dione; 
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- 5,5-dimethyl-l-[3-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine--2,4-dione; 

- 5,5-dimethyH-(3-benzylpyrid-4-ylinethyl)-3-(4- 
irifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyH-(3,2'-bipyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-hydroxymethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-chloropyrid-4-ylinethyl)-3-(4- 
trifluoromethanesuIfaiiylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(3-fluoropyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-bromopyrid-4-ylmethyl)-3-(4- 
trifIuoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 ,5-dimethyl- 1 -(3 -aminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-diinethyl-l-(3-methylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfaiiylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(3-ethylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l -(3-isopropylamiiiopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-phenylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-cyclohexylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l-(3-diethylaminopyrid-4-ylmetbyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5,5 -dimethyl- 1 -(3 -N-cyclohexyl-N-methylaminopyrid-4-ybiiethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5, 5-dimethyl- 1 -(3 -piperidinopyrid-4-ylinethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5,5-diinethyl-l-(3-morpholmopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 
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- 5,5-dimethyl- 1 -[3 -<4-methylpiperazino)pyrid-4-ylmethyl]-3 -(4- 
trifluoromethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(l H-pyrazol- 1 -yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesuIfanyIphenyl)imidazolidme-2,4-dione; 

- 5,5Hlimethyl-l -[3-(2-benzoylhydrazino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l -(3-benzoylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)irnidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(4-chloroben2oylammo)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-[3-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5Kiimethyl-l-[3-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-<4-methoxybenzoylainmo)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-acetamidopyrid-4^ylmethyI)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-phenylacetainidopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methylpiperazino)acetemidopyrid-4-ylmethyl]-3-(4 
lrifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dime1hyl-l-(3-cyclohexanyIcarboxamidopyrid-4-ylinethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(l -methyl-4-piperidinyI)carbonylaminopyrid-4-ylmethyl] 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-diinethyl- 1 -[3-(2-furanylcarbonyl)aminopyrid-4-yImethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-(3-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 
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- 5,5-dimethyl-l-(3-butoxycarbonylaminopyrid-4-yImethyl)-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[3<2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethy 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-<3-phenoxycarbonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[3-(4K^hloroanilmo)carbonylaminopyrid-4-ylmeA^ 
trifluoromelhanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-anilmocarbonylaminopyrid-4-ylinethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-<limethyl-l -(3-benzylaminocarbonylaminopyrid-4-ylmethyl)-3-(4^ 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5Klimethyl-l -[3-(2-pyridylamino)carbonylammopyrid-4-ylmethy 
tri£luoroinethanesulfanylphenyI)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-ureidopyrid-4-ylmethyI)-3-(4- 
tiifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-benzylammosulfonylaminopyrid-4-ylmethyl)-3- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-methylaminosulfonylaminopyrid-4-ylmethyl)-3^ 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -aminosulfonylaminopyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyI)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l-(3-morpholmosulfonylammopyrid-4-ylmethyl)-3-^^ 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-diinethylaminosulfonylanimopyrid-4-ylmet^^ 
trifluoromethanesulfanylphenyl)imida2X)lidine-2,4-dione; 

- 5,5-dimethyl-l-(3-anilinosulfonylammopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyI)imida2olidine-2,4-dione; 

- 5,5Klimethyl-l-(3-phenylsulfonylaminopyrid-4-yhnethyl)-3--(4- 
tri£luoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5Kiimethyl-l-[3-<2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -methylsulfony lammopyrid-4-y Imethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5,5Klimethyl-l-[3-(4-chlorophenyl)sulfonylaminopyrid-4-ylmetbyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-benzyIsulfonylaminopyrid-4-ylinethyI)-3-(4- 
trifluoromethanesulfanyIphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyH-(3-hydroxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-ethoxycarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyH-(3-/err-butoxycarbonylpyrid-4-yhnethyl)-3-(4- 
trifluorometlianesiilfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-diinethyl-l-(3-phenoxycarbonylpyrid-4-yImethyl>3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methylpiperazmcK:arbonyl)pyrid-4-ylmethyl]-3-^ 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5,5Kiimethyl-l-[3<methylamino)carbonylpyrid-4-yhnethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-<iimethyl-l-[3-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -piperidinocarbonylpyrid-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -morpholinocarbonylpyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyI]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3 -(4- 
tri£luoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethanesiilfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-chlorophenyl)methylaminocarbonyIpyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidiQe-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-morpholinylamino)carbonylpyrid-4-ylmethyI]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl- 1 -(3-ammocarbonylpyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(3-phenoxypyrid-4-ylmethyl)-3-(4- 
trifluoromethaiiesulfanyIphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-methoxypyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyH-(3-ethoxypyrid-4-ylmethyl)-3-(4- 
lTifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(l-pyrrolidmyl)elhoxypyrid-4-ylmethyl]-3-(4- 
lTifluoromethanesulfariylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-benzyloxypyrid-4-ylmethyl>3-(4- 
trifluorome1hanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-ben2oyloxypyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyl-l-[3-(4,5-dihydro-lH-imida2ol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethaiiesulfanylphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyl-l-[3-(lH-imida2ol-2-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyl-l-[3-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-amidinopyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-dimethylaminomethylpyrid-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -aminomethylpyrid-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 4-(2-methylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-{2-isopropylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-fe/t-butyIpyridin)-4-yhnethyl-6-(4-trifluoromethane sulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(2-isobutylpyridin)-4-ylmethyl-6-<4-trifluoromethanesulfanylphenyl^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-cyclohexyIpyridin)-4-ylmethyl-6-<4-trifluoromethanesulfanylphenyl^ 
dia2aspiro[2 .4]heptane-5,7-dione; 

- 4-(2-phenylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-chlorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[2-(3-chlorophenyl)pyridin]-4-yImethyl-6-(4^trifluoromethane 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-chlorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-fluorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfanylphen^ 
dia2aspifo[2.4]heptane-5,7-dione; 

- 4-[2-(4-methoxyphenyl)pyridm]-4-ylmethyl-6-(4-trifluoromethanesuIfanylphen^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-benzylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyI)-4,^ 
diazaspiro[2 .4]heptane-5,7-dione; 

- 4-(2,2'-bipyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-hydroxyme1iiylpyridm)-4-ylmethyI-6-(4-trifluoromethanesulf^ 
diaza5piro[2.4]heptane-S,7-dione; 

- 4-(2-chloropyridm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-fluoropyridin)-4-ylmethyK6-(4-trifluoromethaiiesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-bromopyridm>4-ylmeAyl-6-(4-trifluoromethanesulfanylphenyl)-^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4-(2-ammopyridm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5, 7-dione; 

- 4-(2-methylammopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfan^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethylaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-<2-isopropylaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesiJf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<2-phenylammopyridin>4-ylmethyl-6-(4-trifluoromethanesulfanyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

5 - 4-(2-cyclohexylaminopyridm)-4-ylmethyl-6-(4-trifluoromethan^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-diethylaminopyridin)-4-yImethyl-6-(4-trifluoromethanesulfanylp^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-N-cyclohexyl-N-methylaminopyridin)-4-ylmethyl-6-(4-trifluoro^ 
10 methanesulfanyIphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-piperidinopyridin)-4-ylmethyl-6-(4-trifIuoromethanesulfanylp 
diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4-<2-morpholinopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

15 - 4-[2-(4-methylpiperazino)pyridm]-4-ylmethyl-6-(4-trifluoromeA 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-( 1 H-pyrazol- 1 -y I)pyridm]-4-ylmethyI-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(2-benzoyIhydrazmo)pyridm]-4-yImethyl-6-(4-1rifluoromethanesul^^ 
20 dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-benzoyIaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfm 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4K:hlorobenzoylammo)pyridm]-4-ylmethyl-6-(4-trifluoromethan 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-[2-(3 -chloroben2oylammo)pyridin]-4-ylmetbyl-6-(4-trifluoromethanesutf 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(2<^hlorobenzoylamino)pyridin]-4-ylmethyl-6-<4-trifluorome± 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-fluorobenzoylammo)pyridin]-4-ylmethyl-6-(4-trifluoromethane 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methoxybeiizoylamino)pyridin]-4-ylmethyl-6-(4-trifluoromethanesu^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-acetamidopyridin)-4-ylmethyl-6-<4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(2-phenylacetamidopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methylpiperazmo)acetamidopyridin]-4-ylinethyl-6-(4-trifluoro- 
methaiiesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

5 - 4-(2-cyclohexanylcarboxamidopyridin)-4-ylmethyl-6-(4-trifluon>meth 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(l-me1hyI-4-piperidmyl)carbonylaminop5^din]-4-ylmethyl-6-(4-t^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-furanyIcarbonyl)aminopyridin]-4-ylmethyl-6-(4-trifluorometh 
10 4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethoxycarbonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(24sopropoxycarbonylaminopyridin)-4-yImethyl-6-(4-trifluoromeA 
4,6-diazaspiro[2.41heptane-5,7-dione; 

15 - 4-(2-butoxycarbonylaminopyridm)-4-ylmethyl-6-(4-trifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-diethylaminoethoxycarbonyIamino)pyridin]-4-ylmethyI-6-(4-t^ 
methanesulfanylphenyI)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-{2-phenoxycarbonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
20 diazaspiro[2,4]heptane-5,7-dione; 

- 4-[2-(4-chloroanilino)carbonylammopyridm]-4-ylmethyl)-6-(4-trifluorc)- 
methanesulfanylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-anilmocarbonylaminopyridin)-4-ylmethyI-6-(4-trifluoromethanesulfm 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(2-benzylammocarbonyIammopyridm)-4-ylmethyl-6-(4-tiifiuoromeA 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(2-pyridyIamino)carbonylammopyridm]-4-ylme11iyl-6-(4-trifluor^ 
methaiiesulfanylphenyl)-456-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ureidopyridm)-4-yImethyl-6-(4-1rifluoromethanesulfanylphenyl)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4<2-benzylammosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethm 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-methylaminosulfonylaimnopyridin)-4-ylmethyl-6-{4-trifluoromethan 
4,6-diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(2-ammosuIfonylaminopyridin)-4-ylmethyl-6-(4-trifluorometh 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-morpholinosulfonylaminopyridm)-4-ylmethyl-6-(4-trifl 
4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2Klimethylaminosulfonylaminopyridm)-4-ylmeAyl-6-(4-triflu^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-anilinosulfonylaminopyridin)-4-ylmethyl-6-<4-trifluoromeA 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-phenyIsulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesul^^ 
diazaspiro[2 .4]heptane-5,7-dione; 

- 4-[2-(2-thienyI)sulfonylammopyridin]-4-ylmethyl-6-(4-trifluoro 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-methylsulfonylaminopyridin)-4-ylmethyI-6-(4-tri£luoromeA 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-chlorophenyl)sulfonylammopyridin]-4-ylmethyl-6-(4-triflu^ 
inethanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ben2ylsulfonyIammopyridm)-4-ylmethyl-6-(4-tri£luorom 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-hydroxycarbonylpyridm)-4-yImethyl-6-(4-trifluoromethanesulfan 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethoxycarbonylpyridm)-4-yImethyI-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-rer/-butoxycarbonylpyridm)-4-ylmethyl-6-(4-trifluoromethanesu^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-phenoxycarbonyIpyridin)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-<4-methylpipei^inocarbonyl)pyridm]-4-ylmethyl-6-(4-trifluoro- 
methanesulfanylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[2-(methylammo)carbonylpyridm]-4-ylmethyl-6-(4-trifluoromethanesulfanylp 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(dimethylammo)carbonylpyridin]-4-ylmethyl-6-(4-trifIuoromethan^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-<2-piperidinocarbonylpyridm)-4-yImethyl-6<4-trifluoromethanesuIf^ 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-(2-moipholinocarbonylpyridin)-4-ylmethyl-6-(4-lTifluoromethanesulfm 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-pheriylpiperazinocarbonyl)pyridin]-4-ylmethyl-6-(4-trifluor^^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-(2-phenylamin(K:arbonylpyridm>4-ylmethyl-6-(4-trifIuoromethane 
diazaspiro[2 .4]heptane-5 ,7-dione; 

- 4-[2-(methylphenylamino)carbonylpyridin]-4-ylmethyl-6-(4-trifluoro- 
methanesulfanylphenyI)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methoxyphenyl)methylaminocarbonylpyridin]-4-ylmethyl-6-{4-trffl^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-chlorophenyl)methylaminocarbonylpyridin]-4-ylmethyl-6-(4-trifluo 
methanesuIfanylphenyl>4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-moipholinylamino)carbonylpyridin]-4-ylmethyl-6-(4-trifluoro- 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-aminocarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-phenoxypyridin)-4-yImethyI-6-(4-trifluoromethanesulfanylpheny^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-methoxypyridin)-4-ylmelhyl-6-(4-trifluoromethanesulfanylphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-etho3QT)yridm)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(l -pyrrolidmyl)etho>Q^yridin]-4-ylmethyl-6-(4-trifIuoromethanesuI^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-benzyloxypyridin)-4-ylmethyl-6-(4-tri£luoromethanesulfanylphenyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-beiizoyloxypyridin)-4--ylmethyl-6-(4-trifluoromethanesulfanylpheny 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[2-<4,5-dihydro-lH-imidazol-2-yl)pyridin]-4-ylmethyl-6-(4-lrifluoro- 
methanesulfanylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 
-4-[2-(lH-imidazol-2-yl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-( 1 H-tetra2X>l-5-yI)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfa^ 
diazaspiro[2.4]heptane-5,7-dione; 
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-4-(2-amidmopyridin)-4-ylmethyI-6-(4-trifluoromethanesulfanylp^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-dimethylammomethylpyridin>4-yImethyl-6-(4-trifluorome4 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-ammomethylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfm^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-<3-methylpyridin)-4-ylmethyl-6<4-trifluoromethanesulfanylphen 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-ethylpyridin)-4-yImethyl-6-(4-trifluoromethanesulfanylphenyl)-4,^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-isopropylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

.4-(3./erf-butylpyridin)-4-ylmethyl-6<4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-isobutylpyridin)-4-ylmethyl-6-(4-trifluoromethanesuIfanylphenyl 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-cyclohexylpyridin)-4-ylmethyl-6<4-trifluorome1hanesuIfa^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -pheny lpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylpheny0^ 
diazaspiro[2,4]heptane-5,7-dione; 

-4-[3-(4-chlorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfany^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(3 -<:hlorophenyl)pyridm]-4-ylmethyl-6-(4-trifluoromethanesulfan 
diazaspiro[2.4]heptane-5,7-dione; 

.4-[3-(2-chlorophenyl)pyridm]-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-fluorophenyl)pyridm]-4-ylmethyl-6<4-1rifluoromethanesulfany^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methoxypheny l)pyridin]-4-y lmethyl-6-<4-tiifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -benzylpyridm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphe 
diazaspiro[2.4]heptane-5J-dione; 

-4-(3,2'-bipyridm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 
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-4-(3-hydroxymethylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfm^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-<3-chloropyridin)-4-ylmethyl-6-(4-tri£luoromethanesulfanylphenylH 
diazaspiro[2.4]heptane-5,7-dione; 
5 - 4-(3-fluoropyridm)-4-ylmethyl-6<4-trifluoromethanesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-bromopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-aminopyridin)-4-ylmethyl-6-<4-trifluoromethanesulfanylphen^ 
1 0 diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-methylaminopyridinH-yli^ethyl-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -ethy Iaminopyridm)-4-y lmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

1 5 - 4<3-isopropylaminopyridin)-4-ylmethyl-6K4-trifluoromethanesulfm^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4<3-phenylammopyridin>4-ylmethyl-6-(4-trifluoromethanesulfM^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-cyclohexylaminopyridin)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -diethylaminopyridin)-4-y lmethyl-6-(4-trifluoromethanesulf^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-N-cyclohe3Q^l-N-methylaminopyridm)-4-ylmethyl-6-(4-trifl^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptaiie-5,7-dione; 
25 - 4-(3 -piperidmopyridm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphen^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -moipholmopyridin)-4-y lmethyl-6<4-trifluoromethanesulfanylph 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methylpipera2ino)pyridm]-4-ylmethyl-6<4-lrifluoromethanesul^^ 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 H-pyrazol- 1 -yI)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(2-benzoylhydrazmo)pyridin]-4-ylmethyl-6<4-trifluorome4 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -benzoylaminopyridin)-4-y Imethy l-6<4-trifluoromethanesulfany Ip^^^ 
diazaspiro[2 .4]heptane-5 ,7-dione; 

.4-[3-(4-chIoroben2oylamino)pyridin]-4-ylmethyl-6-(4-trifluoromeAanesu^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(3-chlorobenzoylamino)pyridin]-4-ylmethyl-6-(4-trifluoromethanesu^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-chlorobenzoylammo)pyridin]-4-ylmethyl-6-(4-trifluoromethan^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-fIuorobenzoylammo)pyridin]-4-ybiiethyl-6<4-trifluorometh 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3K4-metho?o^ben2»ylammo)pyridin]-4-ylmethyl-6<4-trifluoromeA 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-acetamidopyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylpheny 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-phenylacetamidopyridm)-4-ylmethyl-6<4-1rifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methy lpiperazino)acetamidopyridin]-4-ylmethyl-6-(4-tri 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptajie-5,7-dione; 

- 4-(3 -cyclohexanylcarboxamidopyridin)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
4,6-<iiazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-( 1 -methyl-4-piperidinyl)carbonylaminopyridin]-4-ylmethyl-6-(4-trifluoro- 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-furanylcarbonyl)aminopyridin]-4-ylmethyl-6-(4-trifluorome 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

.4-(3-ethoxycarbonylaminopyridin)-4-ybnethyl-6<4-tri£luoromethanes 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-isopropoxycarbonylammopyridin)-4-ylmethyl-6-(4-trifluorometh 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

. 4-(3-butoxycarbonylaminopyridm>4-ylmethyl-6-(4-trifluoromethanesulf^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 ■<2-diethylammoethoxycarbonylammo)pyridm]-4-ylmethy l-6<4-tri^ 
methanesulfanylphenyl>4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -phenoxycarbonylaminopyridin>4-y lmethyl-6<4-1rifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-[3-(4K:hloroanilmo)carbonylammopyridin]-4-ylmethyl)-6-(4^^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -anilinocarbony laminopyridm)-4-y Imethy l-6-(4-trifluoromethanesul^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-benzylaminocarbonylammopyridin)-4-ylmethyl-6-(4-trifluorome 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-pyridylamino)carbonylaminopyridm]-4-ylmethyl-6-(4-tri 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -ureidopyridin)-4-y Imethy I-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-benzyIaminosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluor^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methylaminosulfonylaminopyridin)-4-y Imethy l-6-(4-trifluorom 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -aminosulfonylaminopyridin)-4"y Imethy l-6-(4-trifluoromethan^^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-morpholinosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoro 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -dimethylammosulfonylaminopyridin)-4-ybnethyl-6-(4-trifluoro- 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-anilinosulfonylaminopyridin)-4-ylmethyl-6-(4-trifluoromethm 
diazaspiro [2.4]heptane-5 , 7-dione; 

- 4-(3 -pheny lsulfonylaminopyridin)-4-y Imethy l-6-(4-trifluoromethanesulfan^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-thienyl)sulfonylammopyridm]-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)- 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methy lsulfonylaminopyridin)-4-ylmetiiyl-6-(4-trifluoromethanesulfanylphenyl)-4^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-chlorophenyl)sulfonylammopyridin]-4-ylmethyl-6-(4-trifluoro- 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-(3-benzylsuIfonylaminopyridm)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -hydroxycarbony lpyridm)-4-yhnethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-S,7-dione; 
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-4-(3-ethoxycarbonylpyridin)-4-ylmethyl-6-<4-trifluoromethanesutf 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(3-ter/-butoxycarbonylpyridm)-4-ylmethyl-6-(4-trifluoromethanesuIfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -phenoxycarbonylpyridin)-4-y lmethyl-6-(4-trifluoromethanesuIfany Iph 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[3-(4-methylpiperazinocarbonyl)pyridin]-4-ylmethyl-6-(4-trifluoro 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-[3-(methyIamino)carbonylpyridin]-4-yImethyl-6-(4-trifluorometh 
diazaspiro[2.4]heptahe-5,7-dione; 

- 4-[3 -(dimethylamino)carbonylpyridin]-4-ylmethyl-6-(4-trifluoromethanesulf^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-piperidinocarbonylp3Tidm)-4-ylmethyl-6-(4-trifluoromethanesuIfanylph 
diazaspiro[2 .4]heptane-5,7-dione; 

-4-^3-moipholmocarbonylpyridin)-4-ylmethyl-6-(4-trifIuoromethanesuIf^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(4-phenylpiperazinocarbonyI)pyridin]-4-ybnethyl-6-(4-trifluoro- 
methanesulfanylphenyI)-4,6-diazaspiro[2.4]heptaiie-5,7-dione; 
-4-(3-phenylammocarbonyIpyridin)-4-ybnethyl-6-(4-trifluoromethanesutf 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(methyIphenylammo)carbonyIpyridin]-4-yliTiethyl-6-(4-trifluoro- 
methanesuIfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methoxyphenyl)methylaminocarbonylp3Tidin]-4-ybiiethyl-6-(4-tri 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-chlorophenyl)methylammocarbonylpyridm]-4-y lmethyl-6-(4-trifl^^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-moipholmylamino)carbonylpyridm]-4-ylmethyl-6-(4-lrifluoro- 
methanesulfanylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-aminocarbonylpyridin>4-yhiiethyl-6-(4-trifluoromethanesulf^ 
diaza5piro[2 .4]heptane-5 , 7-dione; 

- 4-(3 -phenoxypyridm)-4-y lmethyl-6-(4-trifluoromethanesulfanylphenyI)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<3-methoxypyridm)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -ethoxypyridm)-4-yImethy l-6-(4-trifluoromethanesulfanyl^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[3-(l-pyrrolidinyl)ethoxypyridin]-4-ylmethyl-6<4-trifluoromethanesutf 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-ben2yloxypyridm)-4-ylmethyl-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-benzoylo>Q^yridm)-4-ylmethyl-6-(4-trifluoromethanesulfany 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(4,5-Kiihydro-lH-imida2ol-2-yl)pyridm]-4-ylme1hyl-6-(4-trifluorc^ 
methanesulfanylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 H-imidazol-2-yl)pyridin]-4-y lmethyl-6-(4-trifluoromethanesulfanylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-( lH-tetrazol-5-yl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulf^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4<3-amidinopyridin)-4-ylmethyl-6<4-lTifluoromethanesulfanylphenyl)^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -dimethy laminomethy lp5Tidin)-4-y lmethyl-6-(4-trifluoromethane 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-aminomethylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfanylp^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 5 -methyl- 1 -(2-methy lpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)iinidazoIidine-2,4-dione; 

- 5-methyl- 1 -(2-etbylp3a'id-4-y lmethyl)-3-(4-trifluoromethanesulfanyIphenyl)imida2oIM 
2,4-dione; 

- 5-methyl-l-(2-isopropylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-/err-butylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-isobutylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5-methyl-l-(2-cyclohexylpyrid-4-ylmethyI)-3-(4-tri£luoro- 
methanesulfaiiylphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-{2-phenylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfan^^ 
2,4-dione; 
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- 5-methyI-l-[2-(4K:hlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylpheiiyl)imidazolidine-2,4-dione; 

- 5-methyI-l-[2-(3-chlorophenyl)pyrid-4-yImethyl]-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(2-chlorophenyI)pyrid-4-ylmethyl]-3-(4-trifluoro- 
metfaanesuIfanylphenyI)iinidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(4-methoxyphenyl)pyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidiBe-2,4-dione; 

- 5-methyl-l-(2-ben2yIpyrid-4-ylmethyl)0-(4-trifluoromethanesulfanyl^^ 
2,4-dione; 

- 5-methyl-l-(2,2'-bipyrid-4-ylmethyl)-3-(4-trifluoromethanesidfanylph^ 
2,4-dione; 

- 5-methyl- 1 -(2-hydro3QanethyIpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(2-chloropyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)m 
2,4-dione; 

- 5-niethyl-l-(2-fluoropyrid-4-ylnaethyl)-3-(4-trifluoroniethanesulfanyl^^ 
2,4-dione; 

- 5-methyl- 1 -(2-bromopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imida2olidine- 
2,4-dione; 

- 5-methyl-l-(2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl-l -(2-methylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-ethylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-isopropylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 
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- 5 -methyl- 1 -(2-diethy laminopyrid-4-yImethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaanesuIfaiiylphenyl)imidazolidine-2,4-dione; 

- S-methyl-l -(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)iinidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-morpholinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(lH-pyra2ol-l -yl)pyrid-4-yhnethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(2-benzoylhydrazino)pyrid-4-ylmethy l]-3 -(4-trifluoro- 
methanesulfanyIpheDyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-ben2oylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[2-(4-chlorobenzoylammo)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
metfaanesulfaiiylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(3-chloroben2oyIamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(4-methoxybenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-acetamidop3aid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(2-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidiBe-2,4-dione; 

- 5-methyl-l-[2-(4-methylpiperazino)acetamidopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfaiiylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaanesulfanylphenyl)imidazolidme-2,4-dione; 
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- 5-methyl-l-[2<l-methyl-4-piperidinyl)carbonylaminopyrid-4-ylmethyl]-3^^ 
methanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(2-furany lcarbonyl)aminopyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- H2-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-butoxycarbony laminopyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(2-diethylammoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4-trifl^ 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(2-phenoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-chloroanilmo)carbonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-anilmoc^bonylaminopyrid-4-ylmethyl>3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 -(2-ben2y laminocarbony lammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesuIfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-[2-(2-pyridylamino)carbonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-iireidopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)m 
2,4-dione; 

- 5-methyl- 1 -(2-beiizylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-tri£luoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-mefliyl- 1 -(2-methylaminosulfonylaminopyrid-4-ylmethyI)-3-(4-trifluon>- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- l-(2-aminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-moipholmosulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-dimethylaminosulfonylammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 



FRAV2003/0002 US NP 



274 



- 5-methyl-l-(2-anilinosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazoIidme-2,4-dione; 

- 5-methyl- 1 -(2-phenylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)iinidazoIidme-2,4-dione; 

- 5-methyl- 1 -[2-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)iinidazolidme-2,4-dione; 

- 5-methyl- l-(2-methylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro^ 
methaiiesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-benzylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-hydroxycarbonyIpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-ethoxycarbonylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -(2-^err-butoxycarbonylp3a'id-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)unidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-phenoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(4-methylpiperazinocarbonyl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(methylammo)carbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-metfayl- 1 -[2-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidme-2,4-dione; 

- 5-methyI-l-(2-piperidinocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaaiiesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-morpholinc)carbonyIpyrid-4-y lmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- l-[2-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfaDylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-pheny laminocarbonylpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfanylpheDyl)imidazolidine-2,4-dione; 
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- 5-methyl- 1 -[2-(methyIphenylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- l-[2"(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmeA^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -[2-(4-chlorophenyl)methylammocarbonylpyrid-4-ylmethyl^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[2-(4-morpholiny lamino)carbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-aminocarbonylpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-phenoxypyrid-4-ylmethyl)-3 -(4-trifiuoro 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-methoxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)unida2olidine-2,4-dione; 

- 5-methyl-l -(2-ethoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesiilfanylphenyl) 
2,4-dione; 

- 5-methyl- 1 -[2-( 1 -pyiTolidmyl)ethoxypyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l -(2-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-ben2oyloxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[2-(4,5-dihydro- 1 H-imidazoI-2-yl)pyrid-4-yImethyI]-3 -(4-trifluoro- 
methanesulfaiiylphenyI)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-( 1 H-imida2ol-2-yl)pyrid-4-y hnethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)unidazolidme-2,4-dioiie; 

- 5-methyl- 1 -(2-amidmopyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaanesulfanylphenyl)imidazolidine-2,4-dioDe; 

- 5-methyl- 1 -(2-dimethylammomethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)hnidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-aminomethylpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5-methyl- 1 -(3 -methylpyrid-4-yImethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l<3-ethylpyrid-4-ylmethyl>3<4-trifluoromethanesulfanylphe 
2,4-dione; 

- 5-methyl- 1 -(3 -isopropy lpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-rer/-butylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -isobuty lpyrid-4-y Imethy l)-3 -(4-trifluoro7 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-phenylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidaz^ 
2,4-dione; 

- 5 -methyl- 1 -[3 -(4-chlorophenyl)pyrid-4-ylmethy l]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[3-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(2-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-fluorophenyl)pyrid-4-yknethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyH-[3-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-benzylpyrid-4-ylmethyl)-3-(4-trifluoromethaTiesulfanylphenyl)imida2»l^ 
2,4-dione; 

- 5-methyl-l-(3,2'-bipyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)unida20 
2,4-dione; 

- 5-methyl- 1 -(3-hydroxymethylpyrid-4-yImethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazx)lidine-2,4-dione; 

- 5-methyl-l-(3-chloropyrid-4-ylmethyl)-3-(4-tri£luoromethanesulfanylphenyl)imida2oH 
2,4-dione; 

- 5-methyl- 1 -<3-£luoropyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imida2olidine- 
2,4-dione; 
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- 5-methyl-l-(3-bromopyrid-4-ylmethyI)-3-(4-trifluoromethanesulfanylph^ 
2,4-dione; 

- 5-methyl- 1 -(3-aminopyrid-4-ylmethyl)0-(4-trifluoromethaiiesulfanylphenyl)imi(^ 
2,4-dione; 

5 - 5-methyl- 1 -(3-methylammopyrid-4-ylmethyl)-3-(4-trifIuoro- 
methanesulfanyIphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-ethylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-isopropylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 metfaanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-cycIohexylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidme-294-dione; 

15 - 5-methyl-l-(3-diethylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-piperidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
20 methanesuIfanylphenyl)imidazoIidine-2,4-dione; 

- 5-methyl- 1 -(3-morpholinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfany]phenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-methylpiperazino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidme-2,4-dione; 

25 - 5-methyl- 1 -[3-( 1 H-pyrazol- 1 -yl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[3-(2-benzoylhydi^mo)pyrid-4-ylmethyl]-3-(4-trifiuoro- 
methanesuIfaiiylphenyl)imidazolidme-2,4-dione; 

- 5-methyi-l-(3-ben2oylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesulfanyIphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[3 -(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dioiie; 

- 5-methyl- 1 -[3 -(3 -chlorobenzoylamijio)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidiDe-2,4-dione; 
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- 5-methyl- 1 -[3-(2-chlorobeiizoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-fluorobenzoylainino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

5 - 5-methyl- 1 -[3 -(4-methoxybenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -acetamidopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfanyIphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -(3-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-methylpiperazmo)acetamidopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 -m ethyl- 1 -(3 -cyclohexany lcarboxamidopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesuIfanylphenyl)imidazolidme-2,4-dione; 

15 - 5-methyl- 1 - [3 -( 1 -methyl-4-piperidmyl)carbony laminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- l-[3-(2-furanylcarbonyl)aminopyrid-4-yhnethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- l-(3-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
20 methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyI- 1 -(3 -isopropoxycarbonyIammop5Tid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-butoxycarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

25 - 5-methyl-l-[3-(2-diethylaminoethoxycarbonylamino)pyrid-4-yhnethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -phenoxycarbonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-chloroanilino)carbonylaminopyrid-4-yhnethyl]-3-(4-trifluoro- 
30 methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3-anilinocarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l -(3-benzylammocarbonylaminop5Tid-4-ylmethyl)-3-(4-trifluo^o- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 
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• 5-methyl-l-[3K2-pyridylamino)carbonylaminopyrid-4-ylmeth^^ 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

-5-methyl-H3-iireidopyrid-4-ylmethyl)-3-(4-trifluorome1hanesulfany^^^ 
2,4-dione; 

- 5-methyl-l <3-ben2ylaminosulfonylaminopyrid-4-ylmethyl>3K4-tri 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- S-mefhyl- 1 -(3 -methylaminosuIfonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-H3-aminosulfonylaminopyrid-4-ylmethyl)0-(4-trifluor^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-H3-morpholinosulfonylaminopyrid-4-ylmethyl)-3-(4-tri 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-dimethylammosulfonylaminopyrid-4-ylmethyl)0-(4-t^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-H3-anilmosulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro^ 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 -(3 -pheny Isulfony lammopyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 
-5-me1hyl-l-[3-(2-thienyl)sulfonylammopyrid-4-ylmethyl]-3-(4-trifl^^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-methylsulfonyIammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-rt^ 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- l-(3-benzylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
metbanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluorc>- 
inethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 -(3 -ethoxycarbony lpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-(3-rer^butoxyc^bonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-phenoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 
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-5-methyl-l-[3K4-metbyIpiperazmocarbonyl)pyrid-4-ylmethyl]-3-(4-tri 
metbanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-me1hyl-l-[3-(methylamino)c^bonylpyrid-4-ylme1hyl]-3-(4-triflu^^^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3 -(dimethylainino)carbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)iniidazolidine-2,4-dione; 

- 5-methyl-l <3-piperidmocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -morphoIinocarbonylpyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidine-2,4-dione; 

-5-methyl-l-[3-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3 -(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3 -<4-trifluoro- 
methanesuIfanylphenyl)imidazolidine-2,4-dione; 

-5-methyl-l-[3-(4-chlorophenyl)methylaminocarbonyIpyrid-4-yUnethyl]-3-(4-trifluoro- 
methanesulfaiiylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -[3 -(4-morpholinylamino)carbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfaiiylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(3-aminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -phenoxypyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidine'2,4-dione; 

- 5-methyl- 1 -(3 -methoxypyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-(3-ethoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazoHd 
2,4-dione; 

- 5-methyl- 1 -[3-( 1 -pyrrolidmyl)ethoxypyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -benzy loxypyrid-4-y Imethy l)-3-(4-tri£luoro- 
methaiiesulfanylphenyl)imida2olidine-2,4-dione; 
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- 5-methyl-l-(3-benzoyloxypyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[3<4,5-dihydro-lH4midazol-2-yl)pyrid-4-ylmethyl]-3-(^ 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[3<lH-imida2ol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3<lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3<4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-(3-amidinopyrid-4-ylniethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methy 1- 1 -(3 -dimethylaminomethy lpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfaiiylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-ammomethylpyrid-4-ylmethyl)-3-<4-trifluoro- 
methanesulfaiiylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-methylpyrid-4-ylmethyl>3-(4-trifluoromethanesulfanylphenyl)imW 
dione; 

- l-(2-ethylpyrid-4-ylmethyl)0-(4-trifluoromethanesulfanyIphenyl)M 

- 1 -(2-isopropy lpyrid-4-y Imethy l)-3 -(4-trifluoroinethanesulfany lphenyl)iniidazolidme-2,4- 
dione; 

- 1 -(2-rer/-buty lpyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione; 

- 1 -(2-isobutylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphen^ 
dione; 

- 1 -(2-cyclohexy lpyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylpheny l)imidazolidine-2,4- 
dione; 

- 1 -(2-phenylpyrid-4-ylmethyl>3-<4-trifluoroniethanesulfanylphenyl)iniidazoH 
dione; 

- 1 -[2-(4-chlorophenyl)pyrid-4-ybnethyI]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[2-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(2-chlorophenyl)pyrid-4-ylmethyI]-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2»lidine-2,4-dione; 
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- l-[2-(4-fluorophenyl)pyrid-4-ylmethyl]-3<4-trifluoromethanesulfanyI^^ 
2,4-dione; 

- l-[2-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
inethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-benzylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphen 

dione; 

- l-(2,2'-bipyrid-4-ylmethyl)0-(4-trifluoromethanesulfanylphenyI)im^ 

- 1 -(2-hydroxymethylpyrid-4-ylmethyl)-3 -(4-lrifluoroniethanesulfanylphenyl)imida2olidine- 
2,4-dione; 

- 1 -(2-chloropyrid-4-ylmethyl)0-(4-lrifluoromethanesulfanylphenyl)m^ 

- l-(2-fluoropyrid-4-ylmethyI)-3<4-trifluoromethanesulfanylphenyl)imidaTO 

- i-(2-bromopyrid-4-ylmethyl)0-(4-trifluoromethanesulfanylphenyl)m^ 

- l-(2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)^ 

- 1 -(2-methylaminopyrid-4-y Imethy I)-3 -(4-trifluoromethanesulfany lphenyl)imida2olidine- 
2,4-dione; 

- 1 -(2-ethylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylpheny0 
dione; 

- 1 -(2-isopropylammopyrid-4-ylmethy l)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine- 
2,4-dione; 

- 1 -(2-phenylammopyrid-4-ylmethyl)-3<4-trifluoromethanesulfanylphenyl) 
2,4-dione; 

- 1 -(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -(2-diethy laminopyrid-4-ylmethy l)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine- 
2,4-dione; 

- 1 -(2-N-cycIohexyl-N-methylaminopyrid-4-ybnethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- i-(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)iniidazolidm 
dione; 

- 1 -(2-niorpholinopyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine-2,4- 
dione; 

- 1 . [2-(4-methylpipera2ino)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 1 -[2-( IH-pyrazol- l-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(2-benzoylhydrazino)pyrid-4-yImethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

5 - 1 -(2-benzoylammopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl^ 
2,4-dione; 

- 1 -[2<4-chlorobenzoylamino)pyrid-4-ylinethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
1 0 methanesulfanyIphenyl)ixnidazolidine-2,4-dione; 

- 1 -[2-(2-chlorobenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[2<4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)iinida2olidme-2,4-dione; 

1 5 - 1 -[2-(4-methoxybenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-acetamidopyrid-4-ylmethyl)-3<4-trifluoromethanesulfanylpheny^ 
dione; 

- 1 -(2-phenylacetamidopyrid-4-ylinethyl)-3-(4-trifluoro- 
20 methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-methylpiperazino)acetamidopyrid-4-ylmethyl]-3 -(4-lrifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -{2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

25 - l-[2<l-methyl-4-piperidmyl)caibonyIaminopyrid-4-yhnethyl]-3-(4-tri 
methaiiesulfanylphenyl)imida2olidme-2,4-dione; 

- 1 -[2-(2-fiiranylcarbonyl)aminopyrid-4-ybnethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

. 1 -(2-ethoxycarbonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
30 methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-isopropoxycarbonylaminopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)iinidazolidine-2,4-dione; 

- l-(2-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 
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- l-[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-<4-tri 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-phenoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)iniidazolidme-2,4-dione; 

- l-[2-(4-chloroanilino)carbonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-anilmocarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-ben2y laminocarbonylaminopyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidiiie-2,4-dione; 

- 1 -[2-(2-pyridylamino)carbonylaminopyrid-4-y Imethy l]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-ureidopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylpheny l)imidazolidine-2,4-dione; 

- 1 -(2-benzylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -(2-methylaminosulfony laminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -(2-aminosulfonylammopyrid-4-y lmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-morpholinosulfonylammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- l-(2-dimethylaminosulfonylaminopyrid-4-yhnethyl)-3-(4-trifluor^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-anilinosulfony laminopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -(2-phenylsulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
inethanesulfanylphenyl)iniidazolidine-2,4-dione; 

- l-[2-(2-thienyI)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
inethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-methylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 .[2-(4-chlorophenyl)sulfonylammopyrid-4-yImethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)iinidazolidine-2,4-dione; 
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- 1 ■<2-benzylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 1 -(2-ethoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfm 
2,4-dione; 

- 1 -(2-/er/-butoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-<2-phenoxycarbonylpyrid-4-ylmetbyl)-3-(4-trifluoro 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -[2-<4-methylpipera2incKJarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro^ 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(inethylamino)carbonyIpyrid-4-ybiaethyl]-3 -(4-trifluoro- 
melhanesulfanylphenyI)imidazolidme-2,4-dione; 

- 1 -[2-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-piperidmocarbony Ipyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazoIidine-2,4-dione; 

- 1 -(2-morpholinocarbony lpyrid-4-yImethyl)-3 -(4-trifluoro- 
methanesulfanylphenyI)imidazolidine-2,4-dione; 

- 1 -[2-(4-phenylpiperazinocarbonyl)pyrid-4-ylmetliyl]-3-(4-trifluoro- 
methanesulfaiiylphenyl)imida2X)lidme-2,4-dione; 

- l-(2-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyI)imidazolidine-2,4-dioiie; 

- 1 -[2-(methylphenylamino)carbony lpyrid-4-ylmethy 1] -3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -[2-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmetbyl]-3-(4-trifluorc^ 
methanesulfanyIphenyl)imida2olidiiie-2,4-dione; 

- 1 -[2-<4-chlorophenyl)methylammocarbonylpyrid-4-ylmethyl]-3-(4-tri^^ 
methanesulfanylphenyl)iinidazolidine-2,4-dione; 

- 1 -[2-(4-moipholmylaiiimo)carbonylpyrid-4-y lmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyI)iinidazolidine-2,4-dione; 

- 1 -(2-animocarbonylpyrid-4-ybnethyl)-3 -(4-trifluoromethanesulfany lphenyI)iinidazolidine- 
2,4-dione; 
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- 1 -(2-phenoxypyrid-4-y Imethyl)-3<4-trifluoromethanesulfanylphenyl)im 
dione; 

- 1 -(2-methoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphen^ 
dione; 

- 1 -(2-ethoxypyrid-4-ylinethyl)-3 <4-trifluoromethanesulfanylphenyl)imidazolidme-2,4- 
dione; 

- l-[2-( 1 -pyiTolidinyl)ethoxypyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 ^2-ben2yloxypyrid-4-yImethyl)-3-(4-trifluommethanesulfanylph^ 

dione; 

- l-(2-benzoyloxypyrid-4-ylniethyl)-3-(4-trifluoroniethanesulfanylpheny 
dione; 

- l-[2-(4,5-dihydro-lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[2<lH-imidazol-2-yl)pyrid-4-ylniethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(lH-tetrazoI-5-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(2-amidinopyrid-4-ylniethyl)0<4-tri£luoromethanesulfanylphenyl)imida^ 
dione; 

- 1 -(2-diniethylaminomethyIpyrid-4-ylmethyl)-3-{4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -(2-aminomethylpyrid-4-ylmethyl>3-(4-trifluoroniethanesulfany 
2,4-dione; 

- 1 -(3-methylpyrid-4-ylmethyl)-3K4-trifluoromethanesulfanylphenyl)iniid^ 
dione; 

- l-(3-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)m^ 

- l-(3-isopropylpyrid-4-ylmethyl)-3-<4-trifluon>methanesulfanylphenyl)ini 
dione; 

- 1 -(3-/^r^butylpyrid-4-yl^lethyl>3-(4-trifluo^omethanesulfanylphenyl)i^ 
dione; 

- l-(3-isobutylpyrid-4-ybiiethyl)-3<4-trifluoroniethanesuIfanylphenyl)imidazol^ 
dione; 
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- l-(3-cyclohexylpyrid-4-ylmethyl)-3<4-trifluoromethanesulfanyIpheny 
dione; 

- 1 -(3-phenylpyrid-4-ylmethyI)-3<4-trifluoromethanesulfanylphenyl)im 
dione; 

- 1 -[3-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[3-(3-chIorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(2-chloropheny l)pyrid-4-ylmethy 1] -3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- i-[3-(4-fluorophenyl)pyrid-4-ylme1hyl]-3-(4-trifluoromethanesulfa^^ 
2,4-dione; 

- l-[3-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(3-benzylpyrid-4-ylmethyl>3-(4-trifluoromethanesulfanylphe^^ 
dione; 

- l-(3,2'-bipyrid-4-ylniethyl>3<4-trifluoromethanesulfanylphenyl)imidazoU 

- l-(3-hydro>Qmethylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylph^ 
2,4-dione; 

- l-(3-chloropyrid-4-ylmethyl)-3<4-trifluoroniethanesulfanylphenyl)iniidaTO 

- l-(3-fIuoropyrid-4-ylniethyl)-3-(4-trifluoroniethanesulfanylphenyl)iniida2olid 

- 1 -(3 -bromopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)iniidazolidine-2,4-dione; 

- l-(3-aniinopyrid-4-ylmethyl)-3-(4-trifluoroniethanesulfanylphenyl)imida2oli 

- 1 -(3 -methy laminopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylpheny l)imidazolidine- 
2,4-dione; 

- 1 -(3 -ethylaminopyrid-4-y lmethyl)-3 -(4-trifluoromethanesulfanylphenyl)inudazolidine-2,4- 
dione; 

- 1 -(3-isopropylaininopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine- 
2,4-dione; 

- l-(3-phenylaminopyrid-4-ylniethyl)-3-(4-trifluoroniethanesulfanylp^ 
2,4-dione; 

- 1 -(3 -cyclohexylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 
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- l-(3-diethylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylph 
2,4-dione; 

- 1 -(3-NK^yclohexyl-N-methylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 •^3-piperidinopyrid-4-ylmethyl)-3-(4-tii£luoromelhanesu^ 
dione; 

- 1 -(3-morpholmopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphe^^^ 
dione; 

- 1 -[3-(4-methylpiperazmo)pyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -[3 -( 1 H-pyrazol-l -yI)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
me1hanesulfanylphenyl)unidazolidine-2,4-dione; 

- l-[3-(2-benzoylhydra2Lao)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylpbenyl)imidazolidine-2,4-dione; 

- 1 -(3-benzoylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl^ 
2,4-dione; 

- 1 -[3-(4-chloroben2oylaniino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[3-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesuIfanylphenyl)imidazolidine-2,4-dione; 

- l-[3r(2-chlorobenzoyIamino)pyrid-4-yhnethyl]-3-(4-trifluoro- 
methanesulfanylphenyI)imidazoIidine-2,4-dione; 

- 1 -[3-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 

methanesulfanylphenyl)imidazolidine-2,4-dione; 

• l-[3-(4-methoxybenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 

methanesulfanyIphenyI)imidazoIidine-2,4-dione; 

- l-(3-acetamidopyrid-4-ybnethyl)-3-(4-tiifluoromethanesulfanylphenyl)im 
dione; 

- l-(3-phenylacetamidopyrid-4-yImetbyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[3-(4-metbylpiperazino)acetaniidopyrid-4-ylmethyl]-3-(4-trifluor<^ 
methanesulfanylpbenyI)imidazolidine-2,4-dione; 

- 1 -{3-cyclohexanylcarboxaniidopyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaanesulfanylphenyI)imidazoIidine-2,4-dione; 
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- 1 - [3 -( 1 -melhy 1-4-piperidiny l)carbony laininopyrid-4-y Imethy l]-3 -(4-trifluorc)- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[3-(2-fiiranylcarbonyl)aminopyrid-4-ylmethyI]-3-(4-trifl^ 
metfaanesulfanylphenyl)imidazolidine-2,4-dione; 

5 - l-(3-ethoxycarbonylaininopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)iinidazolidine-2»4-dione; 

- 1 -(3 -isopropoxycarbony laminop5Tid-4-y ImethyI)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(3-butoxycarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- l-(3-phenoxycarbonyIaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

15 - 1 -[3-(4-chloroanilino)carbonylaminopyrid-4-yImethyl]-3-(4-trM 
metfaanesulfanylphenyl)imidazolidine-2,4-'dione; 

- 1 -(3-anilinocarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- l-(3-benzylammocarbonylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
20 niethanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[3-(2-pyridylamino)carbonylaminopyrid-4-ylmethyl]-3-^4-trifluoro^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(3-ureidopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)im 

- l-(3-ben2ylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluor^ 
25 methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -(3 -methylaminosulfony laminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(3-aminosulfonyIammopyrid-4-ylmethyl)0-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

30 - l-(3-moipholmosulfonylaminopyrid-4-ylmethyl)0-(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- l-(3-dimethylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 
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- 1 -(3 -anilinosulfony laininopyrid-4-ylmethyI)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2oIidine-2,4-dione; 

- lK3-phenylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

5 - l-[3-(2-thienyl)sulfonylammopyrid-4-ylmethyI]-3K4-trifluorc)- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -methy Isulfony lammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imida2olidme-2,4-dione; 

- 1 -[3 -(4-chlorophenyI)sulfonylaminopyrid-4-y lme1hyI]-3 -(4-trifluoro- 
10 methanesulfanylphenyI)imidazolidine-2,4-dione; 

- 1 -(3 -benzy Isulfony lammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(3-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methaiiesulfaiiylphenyl)iinidazolidme-2,4-dione; 

15 - 1 -(3 -ethoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethanesuIfanylphenyl)^^ 
2,4-dione; 

- 1 -(3 -/er/-butoxy carbonylpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfanylphenyl)imidazolidme-2,4-dione; 

- 1 -(3 -phenoxycarbonylpyrid-4-y Imethy l)-3 -(4-trifluoro- 
20 methanesulfanylphenyl)imida2olidine-2,4-dione; 

- l-[3-(4-methylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methaiiesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -[3 -(methylamino)carbonylpyrid-4-ylmethy l]-3-(4-trifluoro- 
methanesulfanyIphenyI)imidazolidine-2,4-dione; 

25 - l-[3<dimethylamino)carbonylpyrid-4-yImethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(3-piperidinocarbonylpyrid-4-ylinethy l)-3-(4-trifluoro- 
methanesuIfaiiyIphenyl)imidazolidine-2,4-dione; 

- l-(3-morpholmocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[3-(4-phenyIpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -{3-phenylammocarbonylpyrid-4-yIinethyl)--3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 
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- 1 -[3<methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -[3-(4-methoxyphenyl)melhylammocarbonylpyrid-4-ylmethyl]-3K4-^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[3<4-chlorophenyl)methylammocarbonylpyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfanylphenyl)iinida2olidine-2,4-dione; 

- 1 -[3<4-moipholinylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(3-amincK:arbonylpyrid-4-ylmethyl)-3K4-trifIuoromethanesulfanyl^^ 
2,4-dione; 

- l-(3-phenoxypyrid-4-ylmethyl>3<4-trifluoromethanesulfanylp 
dione; 

- 1 -(3-methoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)im 
dione; 

- l-(3-etho?cypyrid-4-ylmethyl)-3<4-trifluoromethanesulfanyl^^^ 
dione; 

- l-[3-(l-pyrrolidinyl)ethoxypyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(3-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphen 

dione; 

- i-(3-benzoyloxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imi 
dione; 

- l-[3-(4,5Kiihydro-lH-imidazol-2-yl)pyrid-4-ylmethyI]0-(4-triflu^ 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-[3-(lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4.trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- l-[3-(lH-tetrazol-5-yl)pyrid-4-ylmetbyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- i-(3-amidinopyrid-4-ylme1hyl)-3<4-trifluoromethanesulfanylphenyl)ini^ 
dione; 

- l-(3-dimethylaminomethylpyridin)-4-ylmethyl]-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -{3-aminomethy lpyrid-4-ylmethyl>3-(4-trifluoromethanesulfanylphenyl)ini 
2,4-dione; 
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-5,5-dimethyl-lK2-methylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-ethyIpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(2-isopropylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimelhyl- l-(2-/er/-butylpyrid-4-ylmethyl)-3K4-tri£luoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-isobutyIpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesuIfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-phenylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyH-[2-(3-chlorophenyl)pyrid-4-ylmetiiyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(2-chlorophenyl)pyrid-4-ybiiethyl]-3-(4-trifluoro- 
methaiiesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-fluorophenyl)pyrid-4-yImethyl]-3-(4-trifluoro- 
methaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-metho5Qphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-ben2ylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
-5,5-dimethyl-l-(2,2*-bipyrid-4-yhnethyl)-3-(4-tri£luoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-hydroxymethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-chloropyrid-4-ylmethyl)-3 -{4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-fluoropyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-diinethyl-l-(2-bromopyrid-4-yImethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-aminopyrid-4-ylinethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5,5-dimethyl-l-(2-methylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesuIfonylphenyI)imidazoIidme-2,4-dione; 

- 5,5-dimethyl-l-(2-etliylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methaiiesulfonylphenyl)imidazolidiDe-2,4-dione; 

- 5,5-dimethyl-l-(2-isopropylaminop3Tid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfonyIphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methaDesulfonyIpbenyl)miidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluorc^ 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

15 - 5,5-dimethyl-l-(2-diethylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme'2,4-dione; 

- 5,5-dimethyl- 1 -(2-N-^yclohexyl-N-methylaminopyrid-4-ylmethyl)-3-(4-trifluoro^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
20 methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-moipholinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)iniidazolidine-2,4-dione; 

- 5,5-dimethyl- l-[2<4-methylpiperazino)diethylaminopyrid-4-ylmeth^ 
inethanesuIfonylphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl- 1 -[2-( 1 H-pyrazol- 1 -yI)pyrid-4-ybiiethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-ben2oylhydrazino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-benzoy laminopyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-chlorobeiizoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(3-chlorobeiizoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylpbenyl)imidazoIidii)e-2,4-dione; 
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- 5,5-dimethyl- 1 -[2-(2-chlorobenzoylamino)pyrid-4-ylinethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine*2,4-dione; 

- 5,5-dimethyl-l-[2-(4-fluorobenzoylammo)pyrid-4-yImethyl]0-(4-lrifluo 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l -[2-(4-methoxybenzoylamino)pyrid-4-ylmethyI]-3-(4-M 
ixiethanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-acetamidopyrid-4-ylmethyl)-3-(4-trifIuoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenylacetamidopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfony]phenyl)imidazolidme-2,4-dibne; 

- 5,5-dimethyl- 1 -[2-(4-methylpiperazmo)acetamidopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
me1hanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 -methyl-4-piperidinyI)carbonyIaminopyrid-4-ylmethyI]-3-(4-triflu 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-fui^ylcarbonyl)aminopyrid-4-ylmethyl]-3-^^ 
methanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-<2-ethoxycarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesuIfonyIphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-isopropoxycarbonylainmopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-butoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-phenoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-chloroanilino)carbonylaminopyrid-4-ylmethyl)]-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-anilinocarbonyIaininopyrid-4-yImethyl)-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-benzylaminocarbonylaminop>Tid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4'<lione; 
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- 5,5-dimethyl-l-[2-(2-pyridylamino)carbonylammopyrid-4-ylmeA^ 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-diinethy 1- 1 -(2-ureidopyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl- 1 <2-benzylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-methylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l<2-ammosulfonylaminopyrid-4-ylmethyl)-3-(4-trifl^ 
niethanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(2-morpholinosulfonylaminopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-dimethylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-anilinosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-phenylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidiiie-2,4-dione; 

- 5,5-dimethyl- 1 -(2-methylsulfonyIaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-benzylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-ethoxycarbonylpyrid-4-ylmethyl>3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-rer/-butoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-phenoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-[2-(4-methylpiperazinocarbonyI)pyrid-4-ylmethyl]-3-(4-t^ 
methanesulfonylphenyl)imida2oIidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(me1hylamino)carbonylpyrid-4-ylmethyl]-3-(4-tri^^ 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[2-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-<4-t^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-piperidinocarbonylpyrid-4-ylinethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-morpholinocarbonylpyrid-4-ylmethyl>3 -(4-trifluoro 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4-phenylpiperazinocarbonyI)pyrid-4-ylmethyl]-^ 
methanesulfonyIphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4-t^ 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5Klimethyl-l -[2-(4-methoxyphenyl)methylammocarbonylpyrid-4-yl^ 
trifluoromethaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-(4-chlorophenyl)methylaminocarbonylpyrid-4-y lmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimetbyl-l-[2-(4-morpholinylamino)carbonyIpyrid-4-ylmethyl]-3-(4-tri 
metlianesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(2-ainmocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(2-phenoxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-methoxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-ethoxypyrid-4-yImethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[2-( 1 -pyiTolidinyl)ethox5T5yrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-benzyloxypyrid-4-ylmethyl)-3 -<4-trifluoro- 
metiianesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-(2-beii2oyloxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[2-(4,5-dihydro-lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-^^ 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

5 - 5,5-dimethyl-l-[2-<lH-imidazol-2-yI)pyrid-4-yImethyl]-3<4-trifl^^ 
methanesulfonylphenyl)imida2olidine-2,4-dione; 
-5,5-dimethyl-l-[2-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]0-(4-tri 
methanesulfonylphenyI)imidaz»lidme-2,4-dione; 

- 5,5-dimethyl-l-(2-amidmopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-dimethylammomethylpyrid-4-ylmethyl)-3<4-trifl^ 
methaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-aminomethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5,5-dimethyl-l-(3-methylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyM-(3-ethylpyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-isopropylpyrid-4-ylmethyl)-3-(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-diniethyl- 1 -(3 -rerr-butylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-diinethyl-l-(3-isobutylpyrid-4-ylmethyl)-3-(4-tri£luoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl-l-(3-cyclohexyIpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidme-2,4-dione; 

- 5,5-dimethyH-(3-phenylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-<lione; 

- 5,5-dimethyH-[3-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
30 methanesulfonylphenyl)imida2oIidme-2,4-dione; 

- 5,5-dimethyl-l-[3-(3K^hlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidiiie-2,4-dione; 

- 5,5Kiimethyl-l-[3-{2-chlorophenyl)pyrid-4-ylinethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)iniidazolidine-2,4-dione; 
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- 5 ,5-dimethyl- 1 -[3 -(4-fluoropheny l)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesuIfonyIphenyl)imidazolidine-2,4-dione; 

- 5 ,5-diniethy 1- 1 -[3 -(4-methoxyphenyl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5,5Klimethyl-l-(3-beii2ylpyrid-4-ylmethyl>3-(4-trifluoro- 
inethanesulfonyIphenyI)imidazoIidine-2,4-dione; 
-5,5-dimethyl-l-(3,2'-bipyrid-4-ylmethyl)-3-(4-trifluoro- 
niethanesulfonyIphenyl)imidazoIidme-2,4-dione; 

- 5,5Kiimethyl-l-(3-hydroxymethylpyrid-4-ylmethyI)-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4^dione; 

- 5 , 5-dimethy 1- 1 -(3 -chloropyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazoIidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -fluoropyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

15 - 5 ,5-dimethyl- 1 -(3 -bromopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesuIfonyIphenyI)imidazoIidine-2»4-dione; 

- 5,5-dimethyl-l-(3-ammopyrid-4--yImethyl)-3-(4-trifluoro- 
methanesuIfonyIphenyl)imidazolidine-2,4-dione; 

- 5 ,5-dimethyl- 1 -(3-methylaminopyrid-4-y lmethyl)-3-(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-ethylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)imida2olidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -isopropy Iaminopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl- 1 -(3-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-cyclohexylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI- 1 -(3 -diethylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidine-2,4-dione; 

-5,5 -dimethyl- 1 -(3 -N-cy clohexy 1-N-methy laminopyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-254-dione; 

- 5,5-dimethyl-l-(3-piperidiiiopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 



FRAV2003/0002 US NP 



299 



- 5,5-dimethyl- 1 -(3-morpholinopyrid-4-yImethyl)-3-<4-trifluoro- 
methanesulfonylphenyl)miida2olidme-2,4-dione; 

- 5,5-dimethyl-l-[3<4-methylpiperazino)diethylaminopyrid-4-ylmethyl]^^ 
inefhanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -[3 -( 1 H-psrazol- 1 -y l)pyrid-4-y Imethy I] -3 -(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(2-benzoylhydrazino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -benzoy laminopyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesuIfonylphenyl)imidazolidiiie-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(4-£luorobenzoylamino)pyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methoxyben2oylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-acetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l -[3-(4-methylpiperazino)acetamidopyrid-4-ylmethyl]-3-(4-tri£luoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(3-cyclohexanyIcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3-( 1 -methyl-4-piperidinyl)carbonylaminopyrid-4-ylmethyl]-3-(4-triflu( 
methanesulfonylphenyl)Lniidazolidiiie-2,4-dione; 

- 5,5-dimethyl- 1 -[3-(2-furanylcarbonyl)aminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-ethoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluorc>- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l -(3-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-<4-trifl^ 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l <3-butoxycarbonylaininopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5,5-dimethyl-l-[3<2-diethylaminoethoxycarbonylamino)pyrid-4-ylm 
inethanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 5,5K!imethyl-l-(3-phenoxycarbonylaminopyrid-4-ylinethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-[3<4-chloroamlmo)carbonylammopyrid-4-ylmethyl)]-3-(^^ 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(3-anilinocarbonylaminopyrid-4-ylmethyl>3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-benzylaminocarbonylaminopyrid-4-ylmethyl)-3-(4-tri^ 
inethanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5,5Kiimethyl-l-[3<2-pyridylamino)carbonylaminopyrid-4-ylmethyl)]-3-(4-trifl 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-ureidopyrid-4-ylmethyl)-3-<4-trifluoro- 
methanesulfonylphenyI)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l -(3-benzylaminosulfonylaminopyrid-4-ylmethyl)-^ 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-methylammosulfonylaminopyrid-4-ylmethyl)-3-(4-tri 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-aminosulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

25 - 5,5-dimethyl-l -(3-morpholmosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluor^^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-dimethylamiiiosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluorc>- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -anilinosulfonylaminopyrid-4-ylmethy l)-3 -(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-phenylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -[3-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-H3-methylsulfonylaminopyrid-4-ylmethyl>3<4-trifl 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5Kiimethyl-l-t3K4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]-3<^^ 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dime1hyl-H3-benzylsulfonylaminopyrid-4-ylmethyl>3<4-tri^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -hydro>^carbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-<3-ethoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)iinidazolidme-2,4-dione; 

- 5,5-dimethyl-l -(3 -/er/-butoxycarbonylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -phenoxycarbonylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methylpipei^nocarbonyl)pyrid-4-ylmethyl]-^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5Klimethyl-l-[3-(methylamino)cart)onylpyrid-4-ylmethyl]-3K^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3<dimelhylammo)carbonylpyrid-4-ylmethyl]-3-^^ 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(3 -piperidinocarbonylpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-morpholinocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -[3 -(4-pheny lpiperazinocarbonyl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(3-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5 ,5-dimethyl- 1 -[3 -(methy lphenylamino)carbonylpyrid-4-ylmethy l]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-methoxyphenyl)methylammocarbonylpyrid-4-ylmethyl]-3-(4- 
trifluoromethaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(4-chlorophenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4-trifl 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-[3-(4-morpholinylamino)carbonylpyrid-4-ylmethyl]-3-(4 
inethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-aminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI- l-(3-phenoxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(3-methoxjT)yrid-4-ylmethyl>3-(4-trifluoro- 
methanesulfonylphenyI)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -ethoxypyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -[3 -( 1 -pyrrolidinyl)ethoxypyrid-4-yImethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-(3-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-benzoyloxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

-5,5-dimethyl-l-[3-(4,5-dihydro-lH-imida2ol-2-yl)pyrid-4-yhnethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-[3-(lH-imida2ol-2-yl)pyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesuIfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1-[3-( 1 H-tetrazol-5-yI)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-amidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-dimethylaminomethylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-aminomethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 4-(2-methylpyridiii)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-isopropylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 
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-4K2-/err-butylpyridm)-4-ylmethyl-6K4-trifluoromelhanesu^ 
diazaspiro[2 .4]heptane-5,7-dione; 

-4<24sobutylpyridin>4-ylmethyl-6-(4-trifluoromethanesulfonylphenyO 
diazaspiro[2.4]heptane-5,7-dione; 

-4<2K:yclohexylpyridin)-4-ylmethyl-6K4-trifluoromethanesulfonylpheny 
diazaspiro[2.4]heptane-5,7-dione; 

-4<2-phenylpyridin)-4-ylmethyl-6K4-trifluoromethanesulfonylphenylH 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-chlorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2<3-chlorophenyl)pyridm]-4-ylmethyl-6<4-trifluoromethanesulfon 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2<2-chlorophenyl)pyridm]-4-ylmethyl-6K4-trifluoromethanesu^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-fluorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfon^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2<4-methoxyphenyl)pyridm]-4-ylmethyl-6<4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-benzylpyridm)-4-ylmethyl-6-(4-trifluoromethanesulfonylpheny0 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2,2' -bipyrid-4-ylmethyl-6-(4-trifluoromethanesulfoiiylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-hydroxymelhylpyridin)-4-ylmethyl-6K4-trifluoromethanesulfo 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-chloropyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-fluoropyrid-4-ylmethyl-6<4-trifluoromethanesulfonylphenylM 
diazaspiro[2.4]heptane-5,7-dione; 

-4-<2-bromopyrid-4-ylmethyl-6-(4-trifluoroinethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-ammopyrid-4-ybnethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

-4<2-methylaminopyrid-4-ylmethyl-^<4-trifluoromethanesulfonylphenyl)^ 
diazaspiro[2 .4]heptane-5 ,7-dione; 
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-4-(2-ethylammopyrid-4-ylmethyl-6<4-lTifluoromethanesulfonylphen 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-isopropylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylph^ 
diazaspiro[2.4]heptane-5,7-dione; 
5 - 4-(2-phenylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesuIfonylpheny 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-cyclohexylammopyrid-4-ylmethyl-6-(4-trifluoromethanesutf 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-diethylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphen^^^ 
1 0 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl-6-(4-tiifluoromeA 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-piperidinopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl>^ 
dia2aspiro[2.4]heptane-5,7-dione; 

15 - 4-(2-morpholinopyrid-4-ylmethyl-6-(4-trifluorome1hanesulfonylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-methylpiperazmo)diethylaminopyrid-4-ylmethyl-6-(4-^ 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-( 1 H-pyrazol- 1 -yl)pyridm]-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
20 diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(2-benzoylhydi^ino)pyrid-4-ylmethyl-6-(4-trifluoromethanesulfo 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-benzoylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphen 
diazaspiro[2.4]heptane-5,7-dione; 

25 -4-[2-<4-chloroben2»ylamino)pyrid-4-ylmethyl-6-(4-trifluoromethane^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(3K5hlorobenzoylamino)pyrid-4-ylmethyl-6-(4-trifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(2-chlorobenzoylammo)pyrid-4-ylmethyl-6-(4-trifluoromethanesulfony^^^ 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-fluorobenzoylamino)pyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-{4-methoxybenzoylamino)pyrid-4-ylmethyl-6-(4-lrifluorom 
dia2aspiro[2.4]heptane-5,7-dione; 
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-4<2-acetamidopyrid-4-ylmethyl-6-(4-trifluorome1hanesulfonylphenyl>^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-phenyIacetamidopyrid-4-ylmethyl-6-(4-trifluoromethanes 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methylpiperazino)acetamidopyrid-4-ylmethyl-6-(4-trifluoro- 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4<2-^yclohexanylcarboxamidopyrid-4-ylmethyl-6<4-trifluoromethanesu^ 
diazaspiro[2.4]heptajie-5,7-dione; 

- 4-[2-(l -methyl-4-piperidmyl)caitK)nylaminopyrid-4-ylmethyl-6-(4-trifluoro 
methanesulfonylphenyl)-4,6-diazaspiro[2-4]heptane-5,7-dione; 
-4-[2-(2-furanylcarbonyl)aminopyrid-4-ylmethyl-6-(4-trifluoromeA 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-ethoxycarbonylammopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonyIp^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-isopropoxycarbonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesu 
diazaspiro[2.4]heptane-5,7-dione; 

-4<2-butoxycarbonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl-6-(4-tiiflu^ 
methanesulfonylphenyl>4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4<2-phenoxycarbonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonyIphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-chloroanilmo)carbonylammopyrid-4-ylmethyl)-6-(4-trifluor^ 
methanesulfonylphenyl)-4,6-dia2aspiro[2-4]heptane-5,7-dione; 

- 4-(2-anilinocarbonylaminop3aid-4-ylmethyl-6-(4-tiifluoromethanesulfo 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<2-benzylamincK:arbonylaminopyrid-4-ylmethyl-6-(4-trifIuoromethanesul^^ 
4,6-dia2aspiro[2.4]heptane-5,7-dione; 

.4-[2-(2-pyridylammo)caibonylaminopyrid-4-ylmethyl)-6-(4-trifluoro- 
methaiiesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-<2-iireidopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<2-benzylammosulfonylammopyrid-4-ylmethyl-6-(4-trifluorom^^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 
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-4-(2-methylaminosulfonylaminopyrid-4-ylmethyl-6-(4-trifluorometh 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-aminosulfonylaminopyrid-4-ylmethyl-6-(4-tTifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-moipholmosulfonylaminopyrid-4-ylmethyl-6-(4-trifluoromethm^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-dimethyIammosulfonylaminopyrid-4-ylmethyl-6-(4-trifluorome 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-anilinosulfonylaminopyrid'4-ylmethyl-6-<4-trifluoromethanesu^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-phenylsulfonylaminopyrid-4-ylmethyI-6-<4-trifluoromethanesutf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(2-thienyl)sulfonylaminopyrid-4-ylmethyl-6<4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<2-methylsulfonylaminopyrid-4-ylmethyl-6-(4-trifluorometha^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-chlorophenyl)sulfonylammopyrid-4-ylmethyl-6-(4-trifluoro- 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-beii2ylsulfonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesutf^ 
diazaspiro[2.4]heptaiie-5,7-dione; 

-4-(2-hydroxycarbonylpyridin)-4-ylmethyl-6-<4-trifluoromethanesulfo 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ethoxycarbonylpyridin)-4-ylmethyl-6-<4-trifluoromethanesulfony^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-/er/-butoxycarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-phenoxycarbonylpjTidin)-4-ylmethyl-6<4-trifluoromethanesulfonylphe 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4-methylpiperazinocarbonyl)pyridin]-4-ylmethyl-6<4-trifluor<^ 
metiianesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(methylamino)carbonylpyridin)-4-ylmethyl-6-(4-tiifluoromethm 
diazaspiro[2 .4]heptaiie-5 , 7-dione; 

- 4-[2-(dimethylamino)carbonylpyridin>4-ylmethyl-6-(4-trifluorom 
4,6-diazaspiro[2.4]heptane-5,7-dione; 
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-4-(2-piperidmocarbonylpyridm)-4-ylmethyl-6<4-trifiuoromethanesulfon^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-moipholmocarbonylpyridin)-4-ylme1hyl-6<4-trifluorom 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-phenylpiperazinocarbonyl)pyridin]-4-ylmethyl-6-(4-trifluoro- 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-(2-phenylaminocarbonylpyridin)-4-ylmethyl-6<4-trifluoromethanesu 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(methylphenylammo)carbonylpyridinH-ylinethyl-6-(4-trifluoro 

methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-methoxyphenyl)methyIamincK:arbonylpyridin)-4-ylmeA^ 

methanesulfonyIphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-chlorophenyl)me&ylaminocarbonylpyridiB)-4-ylmethyl-6<4-tri 

methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

-4-[2-(4-morpholinylamino)carbonyIpyridm)-4-ylmethyl-6<4-trifl^ 

methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptaiie-5,7-dione; 

-4-<2-aminocarbonylpyridin)-4-ylmethyl-6<4-trifluoromethanesulfon 

dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-phenoxypyrid-4-ybnethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(2-methoxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylpheny0 
dia2aspiro[2.4]heptane-5 ,7-dione; 

-4<2-ethoxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-( 1 -pyiTolidmyl)ethoxypyrid-4-ylmethyl-6<4-trifluorome1hanesuK^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4<2-benzyloxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4<2-benzoyloxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[2-(4,5-dihydro- lH-imidazol-2-yl)pyridm]-4-ylmethyl-6<4-trifluoro^ 
methanesulfonylphenyl>4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-[2-(lH-imidazol-2-yl)pyridin]-4-ylmethyl-6-(4-tiifluoromethanes 
diazaspiro[2 .4]heptane-5 , 7-dione; 



FRAV2003/0002 US NP 



308 



- 4-[2-( 1 H-tetrazol-5-yl)pyridin]-4-ylmethyI-6<4-trifluoromethanesulfony 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-amidinopyrid-4-ylmethyl-6-<4-trifluorometfaanesulfonylphenyl)-4,6 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(2-dimethylammomethylpyridin)-4-ylmethyl-6-(4-trifl 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-ammomethylpyridm)-4-ylmethyI-6-(4-trifluoromethanesulfon 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-ethylpyridm)-4-ylmethyl-6-(4-trifluoromethanesulfonylphe 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -isopropyIpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4<3-rer^butylpyridm)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl^ 
diazaspixo[2.4]heptane-5, 7-dione; 

- 4-(3-isobutylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonyIphenyl>4 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<3-cyclohexylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

.4^3.phenyIpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenylM 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-chlorophenyl)pyridin]-4-yImethyl-6-(4-trifluoromethanesulfonylphe 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(3 -chlorophenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(2-chlorophenyI)pyridm]-4-ylmethyl-6<4-trifluoromethanesulfo 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-fluorophenyl)pyridin]-4-ylmethyl-6<4-tTifluoromethanesulfonylphen 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methoxyphenyl)pyridin]-4-ylmethyl-6-(4-trifluoromethanesulfonylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-benzylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,^ 
diazaspiro[2.4]heptaiie-5,7-dione; 
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-4-(3,2'-bipyrid-4-ylmethyl-6-(4-trifluoromethanesuIfonyIphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -hydroxymethylpyridm)-4-ylmethy l-6-(4-tiifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-chloropyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-fluoropyrid-4-ylmethyl-6-(4-trifluorometiianesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -bromopyrid-4-ylmethy l-6-(4-trifluoromethanesulfony Ipheny l)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -aminopyrid-4-y Imethy l-6-<4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methylaminopyrid-4-y lmethyl-6-(4-trifluoromethanesulfony Iphenyl^ 
diazaspiro[2.4]heptane-5 ,7-dione; 

- 4-(3 -ethylaminopyrid-4-y lmethyl-6-(4-trifluoromethanesulfonylphenyl)^ 
dia2aspiro[2.4]heptane-5,7-dione; 

. 4-(3 -isopropylaminopyrid-4-ylmethy l-6-(4-trifluoromethanesuIfonylphenyl)-^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-phenylammopyrid-4-ylmelhyl-6-(4-trifluoromethanesuIfonylphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-<yclohe3^1aminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfon 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -diethylamiiiopyrid-4-y lmethyl-6-(4«trifluoromethanesulfony Iphe^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<3-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl-6-(4-trifluoromethm 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -piperidinopyrid-4-y lmethyl-6-(4-trifluoromethanesulfony Iphenyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-morpholmopyrid-4-ylmethyl-6-(4-trifliion)methanesulfonyl^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-methylpiperazino)diethylaminopyrid-4-ylmetfayl-6-(4-trifluoix^ 
methanesulfonylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 H-pyrazol- 1 -yl)pyridin]-4-y lmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-[3 -(2-benzoylhydrazino)pyrid-4-ylme1hyl-6<4-trifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -benzoylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylpheny 1^ 
diazaspiro[2.4]heptane-5,7-dione; 

_4-[3-(4-chlorobenzoylamino)pyrid-4-ylmelhyl-6-<4-tiifluoromethm^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-[3-(3-chloroben2oylamino)pyrid-4-ylmethyl-6<4-trifluoromethM^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(2-chlorobenzoy lamino)pyrid-4-ylmethyl-6-(4-trifluoromethanesutf 
diazaspiro[2.4]heptane-5,7-dione; 

.4-[3_(4-fluorobenzoylamino)pyrid-4-ylme1hyl-6-(4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

. 4-[3 -(4-methoxybenzoylamino)pyrid-4-ylmethy l-6-(4-trifluoromethanesulfony 1^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-acetamidopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylpheny0 
diazaspiro[2.4]heptane-5,7-dione; 

-4-<3-phenylacetamidopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphe 
diazaspiro[2.4]heptane-5,7-dione; 

-4.[3-(4-ixiethylpiperazino)acetamidopyrid-4-ylmethyl-6-(4-triflu^ 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -cy clohexanylcarboxamidopyrid-4-y Imethy l-6-(4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 -methyl-4-piperidinyl)carbonylaminopyrid-4-y Imethy l-6-<4-trifluoro- 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(2-fui^ylcarbonyl)ammopyrid-4-ylmethyl-6-(4-trifluoro^^ 
diazaspiro[2.4]heptane-5 ,7-dione; 

- 4-(3 -ethoxycarbonylammopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonyIphen^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -isopropoxycarbonylammopyrid-4-ylmethyl-6<4-trifluoromethanesulfonylphenyI)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -butoxycarbonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4_[3_(2-die11iylammoethoxycarbonylamino)pyrid-4-ylmethyl-6<4-^ 
methanesulfonylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -phenoxycarbonylaminopyrid-4-y lmethyl-6-(4-trifluoromethanesulfonylphen^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4K:hloroanilino)carbonylaminopyrid-4-ylmethyl)-6-(4-trifluo 
niethanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

5 - 4-(3 -anilinocarbonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -benzy lammocarbonylaminopyrid-4-y Imethy l-6-(4-trifluoromethanesulfo^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(2-pyridylamino)carbonylaininopyrid-4-ylmethyl)-6-(4-trifluoro- 
10 methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5J-dione; 

- 4-(3-ureidopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyI)-4,6- 
diazaspiro[2.4]beptane-5,7-dione; 

- 4-(3 -benzy laminosulfonylaminopyrid-4-ylmethyl-6-(4-trifluorome^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

15 - 4-(3-methylammosulfonylaminopyrid-4-ylmetbyl-6-(4-trifluoromethm^ 
4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -aminosulfonylaminopyrid-4-y Imethy l-6-(4-trifluoromethanesulfonylphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -morpholinosulfonylaminopyrid-4-y Imethy l-6-(4-trifluoromethanesulfonylph 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -dimethy IaminosulfonyIaininopyrid-4-ylmethy l-6-(4-trifluorom 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-anilmosulfonylaminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(3 -phenylsulfony laminopyrid-4-ylmethyl-6-(4-trifluoromethanesulfony 1^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(2-thienyl)sulfonylaminopyrid-4-ylmethyl-6-{4-trifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methylsulfony laminopyrid-4-ylmethyl-6-(4-trifluoromethanesuIfony 1^^ 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-chIorophenyl)sulfonylammopyrid-4-ylmethyl-6-(4-trifluoro- 
metbanesulfonylphenyl)-4,6-dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -benzy Isulfony lammopyrid-4-ylmethyl-6-(4-trifluoromethanesulfon 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -hydroxycarbony lpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4<3-ethoxycarbonylpyridin)-4-ylmelhyl-6<4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -rer/-butoxycarbonylpyridin>4-ylmethyl-6<4-trifIuoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(3-phenoxycarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethanesulfony 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(4.methylpipei:^nc)carbonyl)pyridin]-4-ylmethyl-6<4-tri^^ 
methanesulfonyIphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(methylamino)carbonylpyridin)-4-ylmethyl-6-(4-trifluoromethm 
diazaspiro[2.4]heptane-5,7-dione; / 

- 4-[3-(dimethylamino)carbonylpyridin)-4-ylmethyl-6-(4-trifluoromethan^ 
4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -piperidincx:arbonylpyridin)-4-y lmethyl-6-(4-trifluoromethanesulfo^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-morpholincK:arbonylpyridin)-4-ylmethyl-6-(4-tiifluoromethm^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-phenylpipei^mocarbonyl)pyridm]-4-ylmethyI-6<4-tiifluoro- 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 
-4-(3-phenyIaminocarbonylpyridin)-4-ylmethyl-6-(4-trifluoromethanes^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(methylphenylamino)carbonylpyridm)-4-ylmethyl-6-(4-trifluoro- 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -(4-methoxyphenyl)methylaminocarbonylpyridin)-4-ylmethyl-6-(4-tri 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3-(4-chlorophenyl)methylaminocarbonylpyridin)-4-ylmethyl-6-(4-t^ 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 •<4-morpholinylamino)carbonylpyridm)-4-ylmethyl-6-(4-trifluoro- 
inethanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-aminocarbonylpyridin)-4-ylmethyl-6-{4-trifluoromethanesidfonylpheny 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -phenoxypyrid-4-ybiiethyl-6<4-trifluoromethanesulfonylphenyl>4,6- 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -methoxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyI>4,^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -ethoxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 -pyiTolidinyl)ethoxypyrid-4-ylmethyl-6-(4-MfluoromethanesuIfonyl^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-benzylo;QT)yrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphen 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3-ben2X>yloxypyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylpheny^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3<4,5-dihydro- lH-imidazol-2-yI)pyridm]-4-ylmethyl-6<4-trifiuorc^ 
methanesulfonylphenyl)-4,6-diazaspiro[2.4]heptane-5,7-dione; 

- 4-[3 -( 1 H-imidazol-2-yl)pyridin] -4-ylmethyl-6-(4-trifluoromethanesulfonylphenyI)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

-4-[3-(lH-tetrazol-5-yl)pyridin]-4-ylmethyl-6-(4-tiifluoromethanesul^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -amidmopyrid-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-dimethylaminomethylpyridm)-4-ylmethyl-6-(4-trifluoromeft 
diazaspiro[2.41heptane-5,7-dione; 

- 4-(3 -aminomethy lpyridm)-4-ylmethyl-6-(4-trifluoromethanesuIfonylphenyl^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 5-methyl-l-(2-methylpyrid-4-ylmethyl)-3-(4-trifIuoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylp 
2,4-dione; 

- 5-methyM-(2-isopropylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-rerr-butylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-isobutylpyrid-4-ylmethy l)-3 -(4-trifluoro- 
iDetfaanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-cyclohexylpyrid-4-ylmethyI)-3-(4-trifluoro- 
methaiiesulfonyIphenyl)imidazolidine-2,4-dione; 
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- 5 -methyl- 1 -(2-pheny lpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-chIorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -[2-(2-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
niethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-fluorophenyI)pjTid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyI)iinidazolidme-2$4-dione; 

- 5-methyl-l-[2-(4-methoxyphenyl)pyrid-4-ylinethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-benzylpyrid-4-ylmethy l)-3-(4-trifluoromethanesulfonylphenyl)imidazolidm^ 
2,4-dione; 

- 5-methyl- 1 -(2,2'-bipyrid-4-ylmethyl)-3-(4-trifluoromethanesuIfonylphenyl)unidazolidme- 
2,4-dione; 

- 5-methyl-l-(2-hydroxymethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-chloropyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidine' 
2,4-dione; 

- 5-methyl- 1 -(2-fluoropyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl- 1 -(2-bromopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolidme 
2,4-dione; 

- 5-methyl- 1 -(2-ammopyrid-4-y lmethyl)-3 -(4-trifluoromethanesulfonylphenyl)imida2olidiBe- 
2,4-dione; 

- 5-methyl- 1 -(2-methylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2»4-dione; 

- 5-methyl-l-(2-ethylamu30pyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-isopropylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)hnida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-pheny laminop5Tid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5-methyl-l-(2-cyclohexylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -(2-diethy laminopyrid-4-yImethyl)-3-(4-trifluoro- 
methaiiesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5-methyl- 1 -(2-N-cyclohexyl-N-methylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-morpholinopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(4-methylpiperazino)diethylammopyrid-4-ylmethyl]-3-(4-trifluorc)- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-( 1 H-pyrazol- 1 -yl)p3Tid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl- 1 -[2-(2-benzoylhydrazmo)pyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-benzoylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyI- 1 -[2-(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-(3-chIorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-254-dione; 

- 5-methyl-l -[2-(2-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - 5-methyl-l -[2 -(4-fluorobenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(4-methoxybenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-acetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyI-l-(2-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(4-methylpiperazirio)acetamidopyrid-4-ylmethyl]-3-(4-tri£luoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5-methyl- 1 -(2-cyclohexanylcarboxamidopyrid-4-y Imethy l)-3 -(4-trifluoro- 
me11ianesulfonylphenyI)imidazolidme-2,4-dioiie; 

- 5-methyl- 1 -[2-( 1 -methyl-4-piperidmyl)carbonylaininopyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidme-2,4-dione; 

5 - 5-methyl-l-[2-(2-fiii^ylcarbonyl)aminopyrid-4-ylmethyl]-3-(4-trifl^ 
inethanesulfonylphenyI)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-ethoxycarbonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(2-isopropoxycarbonyIammopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 metfaanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-butoxycarbony laminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4-tri£luo 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl-l-(2-phenoxycarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -[2-(4-chloroanilino)carbonylammopjTid-4-ylmethyl)]-3-(4-trifIuoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyI- 1 -(2-anilinocarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -<2-benzylaminocarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesuifonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[2-(2-pyridylamino)carbonylaminopyrid-4-ylmethyl)]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

25 - 5 -methyl- 1 -(2-ureidopyrid-4-ylmethy l)-3 -(4-trifluoromethanesulfony Ipheny l)imidazolidine- 
2,4-dione; 

- 5 -methyl- 1 -(2-benzylaminosulfonylaminopyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-methylaminosulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesuIfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-ammosulfonyIammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-morpholinosulfonylammopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5-methyl- 1 -(2-dimethylaminosulfonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5-methyl-l -<2-anilmosulfonylaminopyrid-4-ylmethyI)-3^(4-rt 
methanesulfonylphenyl)imidazoIidme-2,4-dione; 

5 - 5-methyl- 1 -(2-phenylsulfonylaminop5Tid-4-ylmethyl)-3-(4-trifluoro- 
me1faanesuIfonylphenyl)imidazoIidme-2,4-dione; 

- 5-methyl- 1 -[2-(2-thienyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-methy lsulfonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[2-(4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-benzylsulfonylaminopyrid-4-ylme1iiyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

15 - 5-methyH-(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-ethoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-rerr-butoxy carbony lpyrid-4-y lmethyl)-3 -(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-phenoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -[2-(4-methylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - 5-methyl-l -[2-(methylamino)carbonylp3Tid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l -[2-(dimethylamino)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-piperidinocarbonylpyrid-4-ylmethyl)-3 -(4-trifluoro 
30 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-morphoImocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(4-phenylpiperazmocarbonyl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyI)imidazolidme-2,4-dione; 
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- 5 -methyl- 1 -(2-pheny laminocarbonylpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazoIidme-2,4-dione; 

- 5-methyl- 1 -[2-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
iDethanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5-methyI-l-[2-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmeA^ 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-me1hyl-l-[2-(4-chlorophenyl)methylaminocarbonylpyrid-4-ylmeth^^^ 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[2-(4-morpholinylamino)carbonylp3Tid-4-ylmethyl]-3-(4-trifluoro- 
1 0 methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-aminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-phenoxypyrid-4-yImethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl-l-(2-methoxypyrid-4-yhnethyl)-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(2-ethoxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-( 1 -pyrrolidmyl)ethoxypyrid-4-ylmethyl]-3-(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(2-benzyloxyp5Tid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-beiizoy lox3^yrid-4-y Imethy l)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - 5-methyl-l-[2-(4,5-dihydro-lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -[2-( 1 H-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluorc>- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[2-( 1 H-tetrazol-5-yl)pyrid-4-y lmethyl]-3-(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- l-{2-amidmopyrid-4-y Imethy l)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(2-dimethylaminomethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 
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- 5-methyl- 1 -(2-aminomethylpyrid-4-ylmetbyl)-3 -(4-trifluoro- 
metha]iesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -methylpyrid-4-ylniethy l)-3 -(4-trifluoro- 
metbanesulfonyIphenyl)imidazpIidine-2,4-dione; 

- 5-methyl-l-(3-ethylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonyl^^ 
2,4-dione; 

- 5-inethyI-l-(3-isopropylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-/er/-butylpyrid-4-ylmethyl)-3-(4-trifluoro- 
metfaanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-inethyl-l-(3-isobutyIpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyI)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-cyclohexylpyrid-4-ylmethyl)-3-(4-trifluoro- 
inethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -phenylpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3 -(4-chlorophenyl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(3-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[3 -(2-chlorophenyI)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)unida2olidme-2,4-dione; 

- 5-methy I- 1 -[3 -(4-fluoropheny I)pyrid-4-y lmethyl]-3-(4-trifluoro- 
methaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-254-dione; 

- 5-methyl-l-(3-ben2ylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imida 
2,4-dione; 

- 5 -methyl- 1 -(3 ,2 ' -bipyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfonylpheny l)imidazolidme- 
2,4-dione; 

- 5 -methyl- 1 -(3 -hydroxymethylpyrid-4-y Imethy l)-3 -(4-tri£luoro- 
methanesulfonylphenyl)unidazolidme-2,4-dione; 

- 5 -methyl- 1 -(3 -chloropyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfony Ipheny l)imidazolidine- 
2,4-dione; 
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- 5-methyl-l-(3-fluoropyrid-4-ylmethyl)-3-(4-trifIuoromethanesulfonylpheny^ 
2,4-dione; 

- 5-methyl-l-(3-bromopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphen^^ 
2,4-dione; 

- 5-methyl-l-(3-aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonyIph^ 
2,4-dione; 

- 5-methyl- 1 -(3 -methylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-niethyl-l-(3-ethylaniinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-isopropylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazoIidine-2,4-dione; 

- 5-methyl-l-(3-phenylaminopyrid-4-ylmethyl)-3-(4-tri£luoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-cyclohexylaminop5Tid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -diethy laminopyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(3 -N-cycIohexy 1-N-methy laminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-piperidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -morpholinopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-methylpipera2ino)diethylaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidiiie-2,4-dione; 

- 5 -methyl- 1 -[3 -( 1 H-pyrazol- 1 -y l)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(2-benzoylhydrazino)pyrid-4-yimethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(3-benzoylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 
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- 5-methyl- 1 -[3-(3-chlorobenzoylamino)pyrid-4-ylmethyI]-3-(4-trifluor<>- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(2-chlorobenzoylamino)pyrid-4-ylmethyI]-3-(4-trifIuoro- 
methanesulfonylphenyl)iinida2olidine-2,4-dione; 

5 - 5-methyl-l-[3-(4-fluorobenzoylamino)pyrid-4-ylinethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)iinida2olidme-2,4-dione; 

- 5-methyl-l-[3-(4-methoxybeiizoylamino)pyrid-4-ybnethyl]-3-(4-trifl 
methanesulfonyIphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-(3-acetainidopyrid-4-ylniethyl)-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(4-methylpiperazmo)acetamidopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl-l -(3-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(l-methyl-4-piperidinyl)carbonylammopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(2-fliranylcarbonyl)aminopyrid-4-ylmethyl]-3-(4-trifluoro- 
20 methanesulfonyIphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(3 -ethoxycarbonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- l-(3-isopropoxycarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - 5 -methyl- 1 -(3 -butoxycarbony laminopyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(2-diethylaminoethoxycarbonylammo)pyrid-4-ylmethyl]-3-(4-lrifluo^^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -phenoxycarbonylamiiiopyrid-4-y Imethy l)-3 -(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l -[3-(4-chloroanilino)carbonylaminopyrid-4-ylmethyl)]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -anilinocarbonylaminopyrid-4-y lmethyl)-3 -(4-trifIuoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 
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- 5-methyl-l-(3-benzyIaminocarbonylaminopyrid-4-ylmethyl)-3^^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-(2-pyridylamino)carbonylaminopyrid-4-ylmethyl)]-3-(4-trifluoro- 
niethanesulfonyIphenyl)imidazolidme-2,4-dione; 

5 - 5-methyl-l-(3-ureidopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylph 
2,4-dione; 

- 5-methyl- 1 -(3-ben2ylaminosulfonylaminopyrid-4-ylinethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazoIidme-2,4-dione; 

- 5-methyl- 1 -(3 -methylaminosulfonylaminopyrid-4-yImethyl)-3 -(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyH-(3-aminosulfonyIaminopyrid-4-ylmethyl)-3-(4-trifluorc)- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -morpholinosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
niethanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5 -methyl- 1 -(3 -dimethy laminosulfony lammopyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -anilinosulfonylaminopyrld-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)hnidazolidine-2,4-dione; 

- 5-methyl- 1 -{3 -phenylsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[3 -(2-thieny l)sulfonylaminopyrid-4-ylmethyI]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -methy Isulfony lammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methaiiesulfonylphenyl)imida2olidine-2,4-dione; 

25 - 5-methyl- 1 -[3-(4-chlorophenyl)sulfonylaminopyrid-4-yImethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -benzy Isulfony laminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-hydroxycarbonyIpyrid-4-ylmethyl)-3-(4-trifluoro- 
30 methanesulfonylphenyI)imida2olidine-2,4-dione; 

- 5-methyl- l-(3-ethoxycarbonylpyTid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -/er/-butoxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 
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- 5-methyl- 1 -(3 -phenoxycarbonylpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-methylpipei^inocarbonyI)pyrid-4-ylmethyl]-3-<4-trifluorc^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5-methyl- 1 -[3 -(niethyIammo)carbonylpyrid-4-ylmethyI]-3-(4-lrifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(dimethyIammo)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-piperidinocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -morpholinocarbony Ipyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyH-[3-(4-phenylpiperazinocarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5 -methyl- 1 -(3 -pheny laminocarbony lpyrid-4-y hnethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-[3-(methylphenylammo)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 - [3 -(4-methoxyphenyl)methy laminocarbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
20 methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-[3-(4-chlorophenyI)methylammocarbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3 -(4-morpholinylamino)carbonylpyrid-4-y lmethyl]-3-(4-trifluoro- 
methaxiesulfonylphenyl)imidazolidme-254-dione; 

25 - 5-methyl- 1 -(3-amiiiocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-phenoxypyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(3 -methoxypyrid-4-ylmethyl)-3 -(4-trifluoro- 
30 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -ethoxypyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -[3 -( 1 -pyrrolidinyl)ethoxypyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5-methyI-l-(3-benzyloxypyrid-4-ylmethyl>3-(4-trifluoro- 
methanesulfonylphenyl)iniidazolidme-2,4-dione; 

- 5-methyl- 1 -(3-benzoyloxypyrid-4-ylmethyl)-3-(4-trifluoro 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

5 - 5-methyl-l-[3-(4,5-dihydro-lH-imidazol-2-yl)pyrid-4-ylmethyl]0-(4-t^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -[3-( 1 H-imida2ol-2-yl)pyrid-4-ylniethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -[3-( 1 H-tetrazol-5-yl)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
1 0 methanesulfonylphenyI)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(3-amidinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)miidazolidme-2,4-dione; 

- 5-methyl-l-(3-dimethylaminomethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)unidazolidme-2,4-dione; 

15 - 5-methyl- 1 -(3-aminomethylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-methylpyrid-4-y lmethyl)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione; 

- 1 -(2-ethylpyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 
20 - 1 -(2-isopropylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imida2olidme-2,4- 

dione; 

- l-(2-rerf-butylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolidine^ 

dione; 

- 1 -(2-isobutylpyrid-4-ylmethy I)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidme-2,4- 
25 dione; 

- 1 -(2-cyclohexylpyrid-4-ylmethy l)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidme-2,4- 
dione; 

- 1 -(2-phenylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)iinidazoli 
dione; 

30 - l-[2-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2oIidine-2,4-dione; 

- 1 -[2-(3 -chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2»4-dioDe; 
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- l-[2-<2-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
inethane5uIfonyIphenyl)imidazolidme-2,4-dione; 

- l-[2-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 1 -(2-benzy lpyrid-4-ylmethyl)-3 -(4-trifluoroinethanesulfony lphenyl)imida2olidme-2,4- 
dione; 

- l-(2,2'-bipyrid-4-ylmethyl>3-(4-trifluoromethanesulfonyIphenyl)im 

- 1 -(2-hydroxymethylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonyIphenyl)m 
2,4-dione; 

- 1 -(2-chloropyrid-4-ylinethyl)-3 -(4-trifluoromethanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 1 -(2-fluoropyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfony Ipheny l)imidazoIidine-2,4-dione; 

- 1 -(2-bromopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolid 
dione; 

- l-<2-aminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imida^ 

- 1 -(2-methylaminopyrid-4-ylmethyI)-3-(4-trifluoromethanesulfonylphenyl^ 
2,4-dione; 

- 1 -(2-ethy laminopyrid-4-y Imethy l)-3 •<4-lrifluoromethanesulfony lphenyl)imidazolidine-2,4- 
dione; 

- l-(2-isopropylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)m 
2,4-dione; 

- l<2-phenylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)m^ 
2,4-dione; 

- 1 -(2-cyclohexylammopyrid-4-y Imethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 K2-diethylaminopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)^ 

2,4-dione; 

- 1 -(2-N-cyclohexy l-N-methylaminopyrid-4-y Imethy l)-3-(4-tri£luoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(2-piperidinopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidaz^ 
dione; 

- l<2-morpholinopyrid-4-ylmethyl>3-(4-trifluoromethanesulfonylphenyl)inu 
dione; 
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- 1 -[2-(4-methylpiperazino)diethylaminopyrid-4-ylmethyl]-3-(4-trifluo 
methanesuIfonylphenyl)imidazoIidine-2,4-dione; 

- 1 -[2-( 1 H-pyrazoI- 1 -yl)pyrid-4-y Imethyl]-3-(4-tri£luoro- 
inetfaanesulfonyIphenyl)imidazolidine-2,4-dione; 
5 - l-[2-(2-ben2oylhydrazino)pyrid-4-ylmethyl]-3-(4-trifluorc>- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 1 -(2-benzoylaminopyrid-4-ylmethyl)-3 -<4-trifluoromethanesulfony lphenyl)imidazolidine- 
2,4-dione; 

- 1 -[2-(4-chlorobenzoyIammo)pyrid-4-ylinethyl]-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[2-(3-chlorobenzoylammo)pyrid-4-yImethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione- 

- 1 -[2-(2-chlorobenzoylammo)pyrid-4-ylmethyl]-3 -(4-trifluoro- 
metfaanesulfonylphenyl)iinidazoIidine-2,4-dione; 

15 - 1 -[2-(4-fluorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-methoxybenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -(2-acetainidopyrid-4-ylmethyl)-3 -(4-trifluoromethanesuIfonylphenyI)imidazolidine-2,4- 
20 dione; 

- l-(2-phenylacetamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- l-[2-(4-methylpiperazino)acetamidopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazoIidine-2,4~dione; 

25 - l-(2-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-( 1 -methyl-4-piperidmyl)carbony laminopyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(2-fiii^ylcarbonyl)aininopyrid-4-ylme1hyl]-3-(4-trifluor^ 
30 methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -(2-ethoxycarbonylaminopyrid-4-yImethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazoIidine-2,4-dione; 

- 1 -{2-isopropoxycarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 1 -(2-buto>Q^carbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)iinidazolidine-2,4-dione; 

- 1 -[2<2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4-triflu^^^ 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

5 - l-<2-phenoxycarbonylaininopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(4-chloroanilmo)carbonylaminopyrid-4-ylmethyl)]-3-(4-tri^ 
methanesulfonylphenyl)iinidazolidme-2,4-dione; 

- 1 <2-anilinocarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
1 0 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -(2-benzylaminocarbonylaminopyrid-4-ylmethyl)-3-(4-triflu6ro- 
inethanesulfonylphenyl)imidazoIidine-2,4-dione; 

- l-[2-(2-pyridylamino)carbonylaminopyrid-4-ylmethyl)]-3-(4-tri^ 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

15 - 1 -(2-ureidopyrid-4-yImethyl)-3 -(4-trifluoromethanesulfony lphenyl)imidazolidine-2,4-dione; 

- 1 -(2-benzylaininosulfonylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
inethanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -(2-methylaminosulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazoIidme-2,4-dione; 

20 - l-(2-aminosulfonylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-morpholinosulfonylammopyrid-4-ylmethyI)0-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-dimethylammosulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
25 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -(2-aniIinosulfonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 1 -(2-phenylsulfonylammop3Tid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4~dione; 

30 - 1 -[2-(2-thienyl)sulfonylammopyrid-4-ylinethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-methylsulfonylaminopyrid-4-ylinethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 
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- 1 -[2-(4-chlorophenyl)sulfonylaminopyrid-4-ylmethyl]0-(4-trifluorc>- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -(2-benzylsulfonyIammopyrid-4-ylinethyl)-3-(4-trifluoro- 
metbanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-ethoxycarbonylpyrid-4-ylme1hyl)-3-(4-trifluoromethanesulfonylphe 
2,4-dione; 

- 1 -(2-/er/-butoxycarbonylpyrid-4-ylmethyI)-3 -(4-trifluoro- 
metfaanesuIfonyIphenyI)imidazolidine-2,4-dione; 

- 1 -(2-phenoxycarbony lpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-methylpipei^mc)carbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
me1hanesulfonylphenyl)imidazolidine-2,4-diohe; 

- 1 -[2-(methylamino)carbonylpyrid-4-y lmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(dimethylainmo)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
inethanesuIfonylphenyI)imidazolidine-2,4-dione; 

- 1 -(2-piperidinocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 1 -(2-morpholinocarbony lpyrid-4-y lmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(4-phenylpipei^mocarbonyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
niethanesulfonylphenyI)imidazolidine-2,4-dione; 

- 1 -(2-pheny laminocarbony lpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(methylphenylamino)carbonylpyrid-4-ylmethyl]-3-(4-triflu6ro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4-trifl^ 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[2-(4K:hlorophenyl)methylammocarbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[2-(4-morpholinyIammo)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
iDethanesulfonylphenyl)imida2»lidine-2,4-dione; 
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- l-(2-aminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoromethanesuIfonylphenyl)im 
2,4-dione; 

- 1 -(2-phenoxypyrid-4-ylmethyl)0-(4-trifluoromethanesulfonylphenyl)im 
dione; 

- 1 K2-methoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)m 
dione; 

- l<2-ethoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesuIfonylphenyl)m 
dione; 

- l-[2-(l-pyrrolidinyI)ethoxypyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l<2-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)im^ 
dione; 

- l-(2-benzoyloxypyrid-4-ylmethyl)-3-(4-trifIuoromethanesulfonylphenyl)im 
dione; 

- 1 -[2-(4,5-dihydro- 1 H-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[2-{lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[2-(lH-tetrazol-5-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-{2-aniidinopyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolidm^ 
dione; 

- 1 -(2-dimethylaminomethy lpyrid-4-ylmethyl)-3-(4-trifIuoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-aniinomethylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imid 
254-dione; 

- 1 -(3 -methy lpyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfony Ipheny l)imidazolidine-2,4- 
dione; 

- l-(3-ethyIpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolid 

- 1 -(3 -isopropylpyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione; 

- lK3-^er/-butylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imida20^^ 
dione; 
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- l-(3-isobu1ylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)im^ 
dione; 

- 1 -(3-cyclohexylpyrid-4-ylmeliiyl)-3-(4-trifluoromethanesulfonylphenyl)m^ 
dione; 

- l-(3-phenylpyrid-4-ylmethyl)0-(4-trifluoromethanesulfonylphenyl)m^ 
dione; 

- 1 -[3-(4-chlorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(3 -chloropheny l)pyrid-4-y Imethy 1 ] -3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[3-(2-chIorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- l-[3-(4-fluorophenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[3-(4-methoxyphenyl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 1 -(3-ben2ylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)iniid^^ 
dione; 

- l-(3,2'-bip5Tid-4-ylmelhyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4Kiione; 

- 1 -(3 -hydroxymethylpyrid-4-y lmethyI)-3 -(4-trifluoromethanesulfony lphenyl)imidazolidine- 

2,4-dione; 

- l-(3-chloropyrid-4-ylniethyl)-3-(4-trifluoroniethanesulfonylphenyl)iniida2» 

- 1 -(3 -fluoropyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfony lphenyI)iinidazolidine-2,4-dione; 

- l-(3-broniopyrid-4-ylnaethyl)-3-(4-trifluoroniethanesulfonylphenyl)imidazolidm 
dione; 

- 1 -(3 -aminopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfony lphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -methylaminopyrid-4-yImethy I)-3 -(4-trifluoromethanesuIfonylpheny l)imida2olidine- 
2,4-dione; 

- 1 -(3 -ethylaniinopyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfony lphenyl)imidazolidine-2,4- 
dione; 

- 1 -(3 -isopropylaminopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfonylpheny I)imida2olidine- 

2,4-dione; 

- 1 -(3 -phenylaminopyrid-4-ylmethy l)-3 -(4-trifluoromethanesulfony lphenyl)imidazolidine- 
2,4-dione; 
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- 1 -(3 -cyclohexylaminopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 1 -(3 -diethy lammopyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfony Ipheny l)imida2olidine- 
2,4-dione; 

5 - 1 -(3 -N-cyclohe>Q^l-N-metliylammopyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -piperidmopyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfony lphenyl)iinidazolidine-2,4- 
dione; 

- l-(3-morpholinopyrid-4-ylmethyl)-3-(4-trifluoromethanesuIfonylphenyl)imidazol^ 
10 dione; 

- 1 -[3-(4-methylpiperazmo)diethyIaminopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesuIfonylphenyl}imidazolidme-2,4-dione; 

- l-[3-(lH-pyrazol-l-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesuIfonylphenyl)imidazolidine-2,4-dione; 

15 - l-[3-(2-benzoylhydra2ino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -benzoylaminopyrid-4-y Imethy l)-3 -(4-trifluoromethanesulfonylpheny I)imida2oIidine- 
2,4-dione; 

- 1 -[3 -(4-chlorobenzoy lammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
20 methanesulfonylphenyl)imidazolidme-2,4-dione; 

- l-[3-(3-chlorobenzoylamino)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[3-(2-chlorobenzoylamino)pyrid-4-yhnethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

25 - l-[3-(4-fluorobenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- l-[3-(4-methoxybenzoylammo)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -acetamidopyrid-4-y lmethyl)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidme-2,4- 
30 dione; 

- 1 -(3 -phenylacetamidopyrid-4-y Imethy I)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-254-dione; 

- 1 -[3 -(4-methylpiperazino)acetamidopyrid-4-y Imethy l]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 1 -(3-cyclohexanylcarboxamidopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesuIfonylphenyl)imida2olidine-2,4-dione; 

- 1 -[3 -( 1 -methyl-4-piperidiny l)carbonylaminopyrid-4-y lmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(2-furanyIcarbonyl)aminopyrid-4-yIinethyl]-3 -(4-trifluoro- 
methanesulfonylphenyI)iinidazolidine-2,4-dione; 

- 1 -(3-ethoxycarbonylaniinopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(3-isopropoxycarbonylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(3-butoxycarbonylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- l-[3-(2-diethylaminoethoxycarbonylamino)pyrid-4-ylmethyl]-3-(4-trifl 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(3-phenoxycarbonylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[3-(4K:hloroanilmo)carbonylammopyrid-4-ylmethyl)]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(3-anilinocarbonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonyIphenyl)iinidazolidine-2,4-dione; 

- 1 -(3-benzylaminocarbonylammopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyI)imidazolidine-2,4-dione; 

- 1 -[3 -(2-pyridylainmo)carbony laminopyrid-4-y lmethyl)]-3 -(4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- l-(3-ureidopyrid-4-ytaiethyl)"3-(4-trifluoromethanesulfonylphenyl)im^ 

- 1 -(3-benzylaminosuIfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
inethanesulfonylphenyl)iinidazolidine-2,4-dione; 

- l-(3-methylaminosulfonylammopyrid-4-yImethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -ammosulfonylammopyrid-4-ylinethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -morpholinosulfony lammopyrid-4-ylmethyl)-3 -(4-trifluorc)- 
methaiiesulfonylphenyl)imidazolidme-2,4-dione; 
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- l-(3-dimethylaminosulfonyIammopyrid-4-ylmelhyl)-3-(4-trifluo 
methanesulfonylphenyI)imidazolidme-2,4-dione; 

- l-(3-anilinosulfonylaminopyrid-4-ylmethyI)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(3-phenylsulfonylajiiinopyrid-4-ylmethyl)-3-(4-tri£luoro- 
methanesulfonyIphenyI)imidazolidme-2,4-dione; 

- l-[3-(2-thienyl)sulfonylaminopyrid-4-ylmethyI]-3-(4-trifluoro- 
inethanesulfonylphenyI)imidazolidme-2,4-dione; 

- 1 -(3-methyIsulfonylaminopyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[3 -(4-chlorophenyl)sulfonylammopyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -(3 -benzy lsulfonylainmop5Tid-4-y Imethy l)-3 -(4-trifluoro- 
methanesuIfonyIphenyl)imidazolidme-2,4-dione; 

- l-(3-hydroxycarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -(3-ethoxyc^bonyIpyrid-4-ylmethyl)0-(4-trifluoromethanesulfo 
2,4-dione; 

- 1 -(3 -/erf-butoxycarbony lpyrid-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazoIidine-2,4-dione; 

- 1 -(3 -phenoxycarbonylpyrid-4-y Imethy l)-3 -(4-trifluoro- 
inethanesulfonylphenyl)imidazoIidine-2»4-dione; 

- l-[3-(4-methylpipei^inocarbonyl)pyrid-4-ylmethyl]--3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -[3 -(methylammo)carbony lpyrid-4-ylmethyI]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[3 -(dimethyIammo)carbonylpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -(3 -piperidinocarbonylpyrid-4-ylmethy l)-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidme-254-dione; 

- 1 -(3 -morpholinocarbonylpyrid-4-ylmethyl)-3 -(4-trifluoro- 
methanesulfonylphenyl)iniida2olidme-2,4-dione; 

- 1 -[3 -(4-phenylpiperazmocarbonyI)pyrid-4-ylmethyl]-3-(4-tri£luoro- 
methanesulfonylphenyl)imidazolidme-2,4-dione; 
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- 1 -(3-phenylaminocarbonylpyrid-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -[3-(methylphenylainino)carbonylpyrid-4-ylmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 

- 1 -[3-(4-methoxyphenyl)methylaminocarbonylpyrid-4-ylmethyl]-3-(4-trifl^ 
methanesulfonylphenyl)imida2olidihe-2,4-dione; 

- l-[3-(4-chlorophenyl)me1hylaminocarbonylpyrid-4-ylmethyl]0-(4-trifluor^^ 
methanesulfonylphenyl)imidazolidme-2,4-dione; 

- 1 -[3 -(4-morpholinylamino)carbonylpyrid-4-y lmethyl]-3 -(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- 1 -(3-ammoc^bonylpyrid-4-ylmethyl)-3-(4-trifluoromethanesulfon 
2,4-dione; 

- l-(3-phenoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl) 
dione; 

- l-(3-methoxypyrid-4-ylmethyl>3<4-trifluoromethanesulfonylphenyl)m^ 
dione; 

- l-(3-ethoxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)im^ 
dione; 

- 1 -[3 -( 1 -pyrrolidinyl)etho3Qpyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(3-benzyloxypyrid-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)im 
dione; 

- 1 -(3-benzoyloxypyrid-4-ylmethyl)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione; 

- l-[3-(4,5-dihydro-lH-iniidazol-2-yl)pyrid-4-ylmethyl]-3K4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[3-(lH-imidazol-2-yl)pyrid-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-[3-(lH-tetrazol-5-yl)pyrid-4-ylmethyll-3K4-trifluoro- 
methanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 1 -(3-amidinopyrid-4-ylmethyl>3-<4-trifluoromethanesulfonylphenyl)imidaTO 
dione; 

- 1 -(3 -dimethylaminomethylpyridin)-4-ylmethyl]-3-(4-trifluoro- 
methanesulfonylphenyl)imida2olidine-2,4-dione; 
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- l-(3-aminomethylpyrid-4-ylmethyl)-3-(4-tri£luoromethanesuIfony 
2,4-dione; 

- 5,5-dimethyI-l-(2-methylquinolin-4-ylmethyl)-3-(4-trifluoromethox 
2,4-dione; 

- 5,5-dimethyl-l-<2-methoxyquinolin-4-ylinethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-4imethyl-l -(2-chloroquinolin-4-ylmethyI)-3-(4-trifluorometho3Q^ 
2,4-dione; 

- 5,5-dimethyl-l-(2-fluoroquinolin-4-ylmethyI)-3-(4-trifluoromethoxy^ 
2,4-dione; 

- 5,5-dimethyl-l -(2-aminoquinolia-4-ylmethyl)-3-(4-trifluoromethoxyphen 
2,4-dione; 

- 5,5-dimethyl- 1 -(2-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)iniida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5 -dimethyl- 1 -(3-niethyIquinolin-4-ylmethyI)-3-(4-trifluoronielhoxyphenyl)iniida2X)U 

2,4-dione; 

- 5,5-dimethyl-l -(3-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-diniethyl-l-(3-chloroquinolin-4-ylniethyl)-3-(4-Mfluoromethoxyphenyl)imidaz^ 
2,4-dione; 

-5,5 -dimethyl- 1 -(3 -fluoroquinolin-4-y lmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 

2,4-dione; 

- 5,5-dimethyl-l-(3-aminoquinolin-4-ylmethyI)-3-(4-trifluoromethoxyphenyl)imida2olidine- 
2,4-dione; 

- 5,5-dimethyl- l-(3-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(3-dimethylaminoquinolin-4-ylmethyI)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3-piperidinoquinolin-4-yImethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-(5-methylquinoIm-4-ylmethyl)-3-(4-trifluorometlioxyph^ 
2,4-dione; 

- 5,5-dimethyl- l-(5-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(5-chloroquinolin-4-ylmethyl)0-(4-trifluoromethox^ 
2,4-dione; 

- 5,5Klimethyl-l-(5-fluoroqumolm-4-ylmethyl)-3-(4-tiifluoromethoxyp 
2,4-dione; 

- 5,5Kiimethyl-l-(5-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl^ 
2,4-dione; 

- 5,5-dimelhyl- 1 -(5-methylaniinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(5-dimethylaminoquinolin-4-ylmethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(5-piperidmoquinolin-4-ylmethyl)-3 -(4- 
trifluorometho^Q^henyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(6-methylquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine^ 
2,4-dione; 

- 5,5-dimethyl-l-(6-metho3Q^quinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(6-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine- 
2,4-dione; 

- 5,5-dimethyl-l-(6-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl-l-(6-aminoquinolin-4-ylmethyl)-3-{4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl- 1 -(6-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(6-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifIuoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(6-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(7-methylquinolin-4-ylmethyI)-3-(4-tri£luoromethoxyphenyl)imidazolidine- 
2,4-dione; 
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- 5 ,5-dimethyl- 1 -(7-methoxy quinolin-4-y Imethy l)-3 -(4- 
trifluoromethoxyphenyl)imidazolidine"2,4~dione; 

- 5,5-dimelhyl-l-(7-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethox^ 
2,4-dione; 

- 5,5-dimethyl- 1 -(7-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidm^ 
2,4-dione; 

- 5,5-dimethyl-l-(7-aminoquinolin-4-ylme1hyl)-3-(4-trifIuoromethox 
2,4-dione; 

- 5,5-dimethyl- 1 -(7-methylaminoquinolm-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-dimethyIaminoqumolin-4-yImethyl)-3 -(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(7-piperidinoquinolin-4-ylmethyl>3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(8-methylquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida 
2,4-dione; 

- 5,5-dimethyl-l-(8-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(8-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethoxypheny^^ 
2,4-dione; 

- 5,5-diniethyl-l -(8-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidaz^ 
2,4-dione; 

- 5,5-dimethyl- 1 -(8-aminoquinolin-4-yImethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5,5-dimethyl- 1 -(8-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(8-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(8-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imid£izolidine-2,4-dione; 

- 4-(2-methylquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiro[2.4]heptane 
5,7-dione; 

- 4-(2-methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 
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-4-(2-chloroquinolin)-4-ylmethyl-6-(4-tri£luoromethoxyphenyl)-4,6-d 
5,7-dione; 

- 4-(2-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyI)-4,6-dia2as^ 
5,7-dione; 

5 -4-<2-ammoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,^ 
5,7-dione; 

•4'<2-methylaminoquinolm)-4-ylmethyl-6-(4-trifluorometho3Qpheny^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-dimethylaminoqumolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl^ 
1 0 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-piperidinoquinolm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methylquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diaza^ 
5,7-dione; 

1 5 - 4-(3 -methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,^ 
diazaspiro[2.4]heptane-S,7-dione; 

- 4-(3-chloroquinolm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6^^ 
5,7-dione; 

-4-(3-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diaza^ 
20 5,7-dione; 

-4-(3-aniinoquinolin)-4-ylniethyl-6-(4-trifluoronietho3gT>henyl)-4,6-diazasp^^ 
5,7-dione; 

- 4-(3 -methylaniinoquinolin)-4-yIniethyl-6-(4-trifluoroniethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

25 - 4-(3 -dimethy laminoquinolin)-4-ylmethyl-6-(4-trifluoromethoxypheny l)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(3 -piperidinoquinolin)-4-ylmethyl-6-(4-tri£luoronietho?^heny I)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(5 -methylquinolin)-4-ylniethy l-6-(4-trifluoroniethoxyphenyl)-4,6-diazaspiro[2.4] 
30 5,7-dione; 

- 4-(5-methoxyquinolin)-4-ylinethyl-6-(4-tiifluoroniethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5K^hloroquinolin)-4-yljnethyl-6-(4-trifluoroniethoxyphenyl)-4,6-diazasp^^ 
5,7-dione; 
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-4<5-fluoroqumolm>4-ylmethyl-6-(4-trifluorome1hoxyphenyl)-4,6Kliazaspff^ 
5,7-dione; 

-4-<5-aminoqumolin)-4-ylmethyl-6<4-trifluoromethoxyphenyl)-4,6-diazaspi^^ 
5,7-dione; 

5 -4-(5-methylaminoquinolin)-4-ylmethyl-6-(4-trifluoix>methoxyphenyl)-4^ 
cliazaspiro[2.4]heptane-5,7-dione; 

- 4-(5-dimethylaminoquinolin)-4-ylmethyl-6-(4-1iifluoromethoxy^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5-piperidinoquinolin)-4-ylmethyl-6-(4-trifluorometho?QT)henyl)-4,^ 
10 dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(6-methylquinolm)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diaz^ 
5,7-dione; 

- 4-(6-methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

15 - 4-(6K:hloroquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspi^^ 
5,7-dione; 

- 4-(6-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazaspiroP 
5,7-dione; 

- 4-(6-aniinoquinolin)-4-yImethyl-6-(4-trifluoromethoxyphenyl)-4,6Hiia2aspiro[2.4]h 
20 5,7-dione; 

- 4-(6-methylaminoquinolin)-4-yImethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(6-dimethylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyI)-4,6^ 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(6-piperidinoquinolin)-4-ylme1hyl-6-(4-trifluoromethoxyphenyl)-4,6- 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(7-methyIquinolin)-4-ylnie1hyl-6-(4-trifluoroniethoxyphenyl)-4,6-diazasp^^ 
5,7-dione; 

- 4-(7-methoxyquinolin)-4-ylmethyl-6-(4-trifluoroniethoxyphenyl)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-chloroquinolin)-4-ylmethyl-6-(4-tTifluoromethoxyphenyl)-4,6-dia2aspiro[2 
5,7-dione; 

- 4-(7-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-dia2aspiro[2.4]hep 
5,7-dione; 
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- 4-(7-amincwiuinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-diazasp 
5,7-dione; 

- 4-(7-methylaminoqumolin)-4-ylmethyl-6-(4-trifluoromethoxyphen^ 
diazaspiro[2.4]heptajie-5,7-dione; 

5 - 4-(7-dimethylammoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyO 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(7-piperidmoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(8-methylquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6-dia2a^ 
10 5,7-dione; 

- 4-(8-methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-S,7-dione; 

- 4-(8-chloroquinolm>4-ylmethyl-6-(4-lrifluoromethoxyphenyl)^ 
5,7-dione; 

15 - 4-(8-fluoroquinolin)-4-yImethyI-6-(4-trifluoromethoxyphenyl)-4,6-dia2aspiro 
5,7-dione; 

- 4-(8-aminoquinolin)-4-ylniethyl-6-(4-trifluoromethoxyphenyl)-4,6-dia2aspiro[2.^ 
5,7-dione; 

- 4-(8-methylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-dimethylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-piperidinoquinolin)-4-ylmethyl-6-(4-trifluoromethoxyphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 5-methyl- l-(2-methylquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazol^ 
dione; 

- 5-methyl-l-(2-methoxyquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)i^ 
2,4-dione; 

- 5 -methyl- 1 -(2-chloroquinolin-4-y Imethy l)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
30 dione; 

- 5-methyl-l-(2-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imi^^ 
dione; 

- 5-methyl- 1 -(2-aminoquinolin-4-ylniethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 
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- 5-methyI-l -(2-methyIaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(2-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyI- 1 -(2-piperidmoquinolin-4-ylmethyI)0-(4-trifluoromethoxyphenyl)imida2oU 
2,4-dione; 

- 5-methyl-l-(3-methylquinolin-4-ylmethyl>3<4-trifluoromethoxyphenyl)imida^ 
dione; 

- 5-methyl-l <3-methoxyquinolin-4-ylmethyl)-3-(4-trifluorometlioxyph^ 
2,4-dione; 

- 5-methyl-l-(3-chloroquinolin-4-ylmethyl)-3-<4-trifluoromethoxyphe^^^ 
dione; 

- 5-methyl-l -(3-fluoroqumolm-4-ylmethyl)-3<4-1rifluoromethoxyphenyl) 
dione; 

- 5-methyl-H3-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)iniida^ 
dione; 

- 5-methyl-l-(3-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(3 -dimethy laminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-piperidinoquinolin-4-ylmethyl)-3-(4-1rifluorometho?^henyl)iniida2oH 
2,4-dione; 

- 5-niediyl-l-(5-methylquinolin-4-ylmethyl>3-(4-trifluoromethoxyphenyl)im 

dione; 

- 5-methyl- 1 <5-methoxyquinolin-4-ylmethyI)-3-(4-trifluoroniethoxyphenyl)iniida2X)lidm^ 
2,4-dione; 

- 5-methyl-l-(5-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im 
dione; 

- 5-methyl-l-(5-fluoroquinolin-4-ylmethyl)0-(4-trifluoromethoxyphenyl)iniidaTO 
dione; 

- 5-methyl-l-(5-aniinoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)iniidaTO 
dione; 

- 5-methyl- 1 -(5-methylaminoquinolin-4-yImethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5-methyl-l -(5-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-{5-piperidinoqumolm-4-ylmethyl)-3-(4-trifluoromethox5^ 
2,4-dione; 

- 5-methyI- 1 -(6-methylqumolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im^ 
dione; 

- 5-methyl- 1 -(6-metho3cyquinolin-4-yImetiiyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl- 1 -(6K:hloroqumolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)m 
dione; 

- 5-methyI-l-(6-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl^ 
dione; 

- 5 -methyl- 1 -(6-aminoquinolin-4-ylmethy l)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
dione; 

- 5-methyl-l-(6-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(6-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluorometho?^henyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(6-piperidinoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine- 

2,4-dione; 

- 5-methyI- 1 -(7-methylquinolin-4-ylmethyl)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(7-methoxyquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl- 1 -(7-chloroquinolin-4-ylmethyl)-3 -(4-trifluoromethoxypheny l)imida2olidine-2,4- 
dione; 

- 5-methyl- 1 -(7-fluoroquinoIin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl-l-(7-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- 5-methyl- 1 -(7-methylaminoquinolin-4-yImethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(7-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 5-methyl-l-(7-piperidmoquinoIin-4-ylmethyl)0-(4-trifluoromethoxyph 
2,4-dione; 

- 5-methyl- 1 -(8-methylquinolin-4-ylmethyI)-3-(4-trifluoromethoxyphenyl)imidazoli^ 
dione; 

5 - 5-methyl- 1 -(8-methoxyqumolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine- 
2,4-dione; 

- 5-methyl-l-(8-chloroquinolin-4-ylmethyl)-3-(4-trifluorometbo3QT)hen^ 
dione; 

- 5-methyl-l-(8-fluoroquinolm-4-ylmethyl)-3-(4-trifluoromethoxyphenyl) 
10 dione; 

- 5-methyl-l-(8-aminoquinolin-4-ylmethyl)-3-(4-trifluoroniethoxyphenyl)imidazolid 
dione; 

- 5-methyl-l-(8-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl-l-(8-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(8-piperidinoquinolin-4-ylmethyl)-3-(4-tri£luoromethoxyphenyl)imida2olidine- 
2,4-dione; 

- 1 -(2-methyIquinolin-4-ylmethyl)-3 -<4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
20 - 1 -(2-methoxyquinolin-4-ylmethyl)-3-(4-trifluoromethoxypheny I)imidazolidine-2,4-dione; 

- l-(2-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(2-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(2-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4-dione; 

- l-(2-methylaminoquinolin-4-ylmethyl)-3-(4-trifluorometho3Qrphenyl)imidazolidine-2,4- 
25 dione; 

- 1 -(2-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida2olidine-2,4- 
dione; 

- l-(2-piperidinoquinoIin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -methylquinolin-4-y lmethyl)-3 ■<4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
30 - 1 -(3 -methoxy quinolin-4-y Imethy l)-3 -(4-trifluoromethoxypheny I)imida2olidine-2,4-dione; 

- l-(3-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(3 -fluoroquinolin-4-ylmethyI)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- l-(3-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 
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- 1 -(3-methyIaminoqumoIm-4-ylmethyl)0-(4-trifluoromethoxyphenyI)m 
dione; 

- 1 -<3-dimethylaminoquinolm-4«ylmethyl)-3-<4-trifluoromethoxyp^^ 
dione; 

- l-(3-piperidinoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyI)imida^ 

- 1 -(5-methylqumolm-4-ylmelliyl)0-(4-trifluoix>methoxyphenyI)m^ 

- 1 -(5-methoxyquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imid 

- 1 -(5H:hloroquinolm-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imida 

- l-(5-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazoU 

- l-(5-ammoqumoIm-4-ylmethyl)-3-(4-trifluorometho3QphenyI)imidazoIidm^ 

- l-(5-methylaminoqumolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)m^ 
dione; 

- 1 -(5-dimethylaminoquinolin-4-ylmethyI)0-(4-trifluoromethoxyphenyl)imi^ 
dione; 

- 1 -{5-piperidinoquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(6-methylquinolin-4-yimethyl)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4-dione; 

- 1 -(6-methoxyquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(6-chloroquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-254-dione; 

- 1 -(6-fluoroquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)iniidazolidine-2,4-dione; 

- 1 -(6-aminoquinolin-4-yImethy I)-3 -(4-trifluoroniethoxyphenyl)imidazolidine-2,4-dione; 

- 1 -(6-methylaminoquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)imidazolidine-2,4- 
dione; 

- l-(6-dimethylaminoquinolin-4-ylmelliyl)-3-(4-tri£luoromethoxyphenyl)iniidaTO 
dione; 

- l-(6-piperidinoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyI)imida2olid 

- l-(7-methylquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,^ 

- l-(7-methoxyquinolin-4-yImethyl)-3-(4-trifluorome1hoxyphenyl)imidazolid^ 

- l<7-chloroquinolin-4-ylmethyI)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4 

- 1 -(7-fluoroquinolin-4-y Imethy l)-3 -(4-trifluoromethoxyphenyl)iniidazolidine-2,4-dione; 

- l-(7-aminoquinolin-4-y Imethy I)-3-(4-trifluoromethoxyphenyl)imidazolidine-2,4-d 

- 1 -(7-methylaniinoquinolin-4-ylniethyl)-3-(4-trifluoromethoxyphenyl)iniidazolidm 
dione; 

- 1 -(7-dimethy laniinoquinolin-4-ylmethyl)-3 -(4-trifluoromethoxyphenyl)iniidazolidine-2,4- 
dione; 
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- l-(7-piperidinoquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im^ 

- 1 -(8-methylquinolin-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)imid^ 

- 1 -(8-methoxyquinolin-4-ylmethyl)-3 -(4-trifluoromethoxypheny l)imidazolidine-2,4-dione; 

- l-(8-chloroquinolm-4-ylmethyl)0-(4-trifluoromethoxyphenyl)imidazoH 
5 - 1 -(8-fluoroqumolin-4-y lmethyI)-3-(4-trifluoromethoxyphenyl)imidazol^ 

- 1 -(8-ammoquinolin-4-ylmethy l)-3 -(4-trifluorometbo>^heny l)imidazolidine-2,4-dione; 

- 1 -(8-metfaylaminoquinolin-4-ylmethyl)0-(4-trifluoromethoxyphenyl)m^ 
dione; 

- 1 -(8-dimethylammoquinolm-4-ylmethyl)-3-(4-trifluoromethox3^ 
10 dione; 

- l-(8-piperidinoquinolm-4-ylmethyl)-3-(4-trifluoromethoxyphenyl)im^ 

- 5,5-diinefhyI-l -(2-methylquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5 -dimethyl- 1 -(2-methoxyquinolin-4-ylmethyl)-3 -(4- 

1 5 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-chloroquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l -(2-fluoroquinolin-4-ylmethyl)-3-(4- 
tri£[uoromethanesuIfanylphenyl)imidazoIidine-2,4-dione; 

20 - 5,5-dimethyH-(2-aminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-diinethyl- 1 -(2-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
25 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)iniidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -methylquinoliii-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

30 - 5,5-dimethyl- 1 -(3 -methoxyquinolin-4-yhnethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 
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- 5,5-diinethyl-l-(3-fluoroquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-aminoqumolin-4-ylmethyl)-3-(4- 
lrifluoromethanesulfanylphenyl)imidazolidiiie-2,4-dione; 

5 - 5,5-dimethyI-l-(3-methylaminoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesuIfanylphenyl)imidazoUdme-2,4-dione; 

- 5,5-dimethyl-l-(3-dimethylaminoquinoliii-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l-(3-piperidinoquinolm-4-ylmethyl)-3-(4- 
1 0 trifluoromethanesulfanylphenyl)imidaz<:)lidine-2,4-dione; 

- 5,5-dimethyl- 1 -(5-methy lquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazoIidme-2,4-dione; 

- 5,5-dimethyl-l-(5-methoxyquinolin-4-yImetiiyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

15 - 5,5-diinethyl-l -(5-chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(5-fluoroquinolin-4-ylme1hyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI- 1 -(5-aminoquinolin-4-ylmethyl)-3-(4- 

20 trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(5-methy laminoqumolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- 1 -(5-dimethyIaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidme-2,4-dione; 

25 - 5,5-dimethyl- 1 -(5-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl- l-(6-methylquinolin-4-ylmethyi)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidLne-2,4-dione; 

- 5,5-dimethyl-l -(6-methoxyquinolin-4-ylmethyl)-3-(4- 
30 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(6-chloroquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(6-fluoroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 



FRAV2003/0002 US NP 



347 



- 5,5-dimethyl- 1 -(6-aminoquinolin-4-ylmethyl)-3 -(4- 
trifIuoromethanesulfanylpbenyI)iniidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(6-methylaminoqumolm-4-ylmethyl)-3 -(4- 
trifluorometfaanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(6-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromelhanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(6-piperidinoquinolin-4-y Imethy l)-3 -(4- 
trifIuoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-methylquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(7-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2X)lidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-chloroquinolin-4-y Imethy l)-3 -(4- 
trifluoromethanesulfanylpheDyl)imidazoIidine-2,4-dione; 

- 5 ,5-dimethyl- 1 -(7-fluoroquinolin-4-y lmethyI)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazoIidine-2,4-dioDe; 

- 5,5-dimethyl- 1 -(7-aminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-methylaminoquinoIin-4-ylmethyl)-3-(4- 
trifluoromethaiiesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-dimethy laminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-piperidinoquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- l-(8-methylquinolin-4-ylmethyl)-3-(4- 
trifluoromethaiiesulfanyIphenyl)imidazolidiiie-2,4-dione; 

- 5,5-dimethyl-l-(8-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(8-chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(8-fluoroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(8-aminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l<8-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoroinethanesuIfanyIphenyl)imidazolidine-2,4-dioDe; 

- 5,5-dimethyl-l-(8-dimethylaminoquinoIm-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

5 - 5,5-dimethyl-l-(8-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 4-(2-methylquinolin)-4-ylmethyI-6-(4-trifluoromethanesulfanylphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
1 0 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-chloroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphe^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

15 - 4-(2-aminoquinolm>4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-methylammoquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-dimethylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^^ 
20 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-piperidinoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methy lqumoIin)-4-ylmethy l-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

25 - 4-(3 -methoxyquinolin)-4-y Imethy l-6-(4-trifluoromethanesulfanylpheny I)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -chloroquinolin)-4-yImethyl-6-(4-trifluoromethanesulfanylpheny I)-4,^ 
dia2aspiro[2 .4]heptane-5 , 7-dione; 

- 4-(3 -fluoroqumolin>4-y Imethy l-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
30 diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -aminoqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
dia2aspiro[2.4]heptane-5, 7-dione; 

- 4-(3 -methy laminoquinolin)-4-y lmethyl-6-(4-trifluoromethanesulfajiylpheny 1 
diazaspiro[2.4]heptane-5,7-dione; 
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- 4-(3 -dimethylammoqumolin)-4-y Imethyl-6-(4-trifluoromethanesuIf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -piperidmoqumolm)-4-ylmethyl-6-(4-trifluoromethanesulfanyIphenyl^ 
dia2aspiro[2.4]heptane-5,7-dione; 

-4-(5-methylquinolin)-4-ylmethyl-6-(4-tTifluoromethanesulfanylphenyI^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(5-methoxyquinolm)-4-ylmethyl-6-<4-trifluoromethanesulfanylph 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(5H:Moroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphen 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(5-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5-aminoquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfanyIphenyI 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(5-methylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfm 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5-dimethylaminoqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfan 
diazaspiro [2.4] heptane-5 , 7-dione; 

- 4-(5-piperidinoqumoIm)-4-ylmethyl-6-(4-lrifluoromethaiiesuIfanylphenyl)-4,6- 
diazaspiro[2.4]heptaiie-5,7-dione; 

- 4-(6-methylquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(6-methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl>^ 
diazaspiro[2.4]heptane-5, 7-dione; 

- 4-(6-chloroquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfanylph^ 
diazaspiro[2.4]heptane-557-dione; 

- 4-(6-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)-4,^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4-(6-aminoquinolin)-4-ylniethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2 .4] heptane-5 , 7-dione; 

- 4-(6-methylaminoquiBolin)-4-ylmethyI-6-{4-trifluorome1hanesulf^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4-(6-dimethylaniinoquinoIin)-4-ylmethyl-6-(4-trifluoromethanesulfanylph^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 
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- 4-(6-piperidinoquinoIin)-4-ylmethyl-6-(4-trifluoromethanesulfanylph 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-methylquinolin)-4-ylmefhyl-6-(4-trifluoromethanesulfanylph^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-methoxyquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphenyl)^ 
dia2:aspiro[2.4]heptane-5,7-dione; 

- 4-(7-chloroquinolin)-4-ylmethyl-6-{4-trifluoromethanesulfanylphenyl)-4,6 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylphe^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-aminoquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfanyIphenyl)-4,6^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-methylaminoquinolm)-4-ylmethyI-6-(4-trifluoromethanesidfanylphenyl 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-dimethylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfanylpheny 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-piperidinc)quinolin)-4-yImethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-methylquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfanyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-methoxyquinolin)-4-ylmethyl-6-(4-trifluorome11ianesulfanylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-chloroquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphe 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-fluoroquinolin)-4-ylinethyl-6-(4-trifluoromethanesulfanylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-ammoquinolm)-4-y]inethyl-6-(4-trifluoromethanesulfanylpheny0 
diazaspiro[2.4]heptane-557-dione; 

- 4-(8-methylammoqumolin)-4-ylmethyl-6-<4-trifluoromethanesulfanylphenyl^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-dimethylaminoquinolm)-4-ylmethyI-6-(4-trifluoromethanesulf^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-piperidmoqumolm)-4-ylmethyl-6-(4-trifluoromethanesulfanylphen 
dia2aspiro[2.4]heptane-5,7-dione; 
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- 5-methyl- 1 -(2-methylquinolin-4-ylmethy l)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

5 - 5-methyl- 1 -(2-chloroquinolin-4-yhnethyI)-3 -(4- 

trifluoromethanesuIfanylphenyl)miida2olidine-2,4-dione; 

- 5-methyl- 1 -(2-fluoroqumolin-4-yImethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl- 1 -(2-aminoqumolin-4-ylmethyl)-3-(4- 

1 0 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyH -(2-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidiDe-2,4-dione; 

- 5-methyl- 1 -(2-dimethylaminoqumolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl- 1 -(2-piperidmoqumolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-methylquinolin-4-ylmethyl>3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l-(3-methoxyqumolin-4-ylmethyl)-3-(4- 

20 trifluoromethanesulfanylphenyl)unidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 -(3 -fluoroquinolm-4-y Imethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

25 - 5-methyl- 1 -(3-aminoqumolin-4-ylmethyI)-3-(4- 

trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 -(3 -methylaminoquinolm-4-y Imethy l)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-dimethylammoquinolin-4-ylmethyl)-3-(4- 
30 trifluoromethanesulfaiiylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3-piperidinoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl- 1 -(5 -methylqumolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 



FRAV2003/0002 US NP 



352 



- 5-methyl- 1 -(5 -methoxyqumolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(5-chloroqumolin-4-ylmethyI)-3-(4- 
trifluorometfaanesulfanylphenyl)imidazoIidine-2,4-dione; 

- 5-methyl-l -(5-fluoroqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfanyIphenyl)imidazolidme-2,4-dione; 

- 5 -methyl- 1 -(5 -ainmoqumolm-4-yImethyl)-3 -(4- 
trifluoromethaDesuIfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(5-methylaminoquinolin-4-ylinethyl)-3-(4- 
trifIuorometfaanesulfanylphe]iyI)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(5-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifIuoromethanesulfanylphenyl)imidazolidine-2»4-dione; 

- 5-metfiyl-l -(5-piperidmoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)unidazolidme-2,4-dione; 

- 5-methyl- 1 -(6-methylquinolm-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanyIphenyl)unidazolidine-2,4-dione; 

- 5 -mettiy 1- 1 -(6-methoxyqumolin-4-y Imethy l)-3 -(4- 
trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(6-chloroqumolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(6-fluoroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(6-aminoquinolin-4-yImethyl)-3-(4- 
trifluoromethanesulfanyIphenyI)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(6-methylaminoquinolm-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l -(6-dimethyIaminoqumoIin-4-ylmethyl)-3 -(4- 
trifIuoromethanesulfaiiylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(6-piperidmoquinolin-4-y Imethy I)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidiiie-2,4-dione; 

- 5-methyl-l-(7-methylquinolin-4-yImethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(7-methoxyquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 
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- 5 -methyl- 1 -(7-chloroquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l -(7-fluoroqumolin-4-ylmethyI)-3-(4- 
trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

5 - 5-methyl-l-(7-aminoquinolin-4-ylmethyl)-3-(4- 

trifluoromethanesulfanyIphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(7-methylammoquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(7-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
1 0 trifluoromethanesulfanylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(7-piperidinoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyI- 1 -(8-methylquinolm-4-ylmethyI)-3-(4- 
trifluoromethanesulfanylphenyI)imidazolidine-2,4-dione; 

15 - 5-methyl-l-(8-methoxyquinolin-4-ylmethyl)-3-(4- 

trifluoromethanesulfanylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(8-chloroqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(8-£luoroquinolin-4-ylmethyI)-3-(4- 

20 trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(8-aminoquinolin-4-y lmethyl)-3 -(4- 
trifluoromethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(8-methylaminoquinoIin-4-ylmethy l)-3 -(4- 
trifluoromethanesulfanyIphenyl)imidazoIidme-2,4-dione; 

25 - 5-methyl-l -(8-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluorometh£inesulfanylphenyl)imidazolidine-254-dione; 

- 5-methyl- 1 -(8-piperidinoquinolm-4-ylmethyl)-3 -(4- 
trifluoromethaiiesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(2-methylquinolin-4-y lmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidme-2,4- 
30 dione; 

- l-(2-methoxyquinolin-4-ylmethyl)-3-(4-trifIuoromethanesulfanylphenyl)imida2olidm 
dione; 

- l-(2-chloroqumolm-4-ylmethyl)-3-{4-trifluoromethanesulfanylphenyl)im 
dione; 
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- 1 -(2-fluoroquinolin-4-ylmethy l)-3 -(4-trifluoromethanesulfany lphenyl)imida2olidine-2,4- 
dione; 

- 1 -(2-aminoquinolm-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione; 

5 - l-(2-methylaminoquinolm-4-ylmethyl)-3-(4-trifluoromethanesulf^ 
2,4-dione; 

- 1 -(2-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 

- l-(2-piperidinoquinolin-4-ylmethyI)-3<4-trifluoromethanesulfanylphe^^^ 
10 2,4-dione; 

- l-(3-methylqumolm-4-ylmethyl)0-(4-trifluoromethanesulfanyl^^ 
dione; 

- 1 -(3 -methoxyquinolin-4-y lmethyl)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine-2,4- 
dione; 

15 - l-(3-chloroquinolm-4-ylmethyl)-3<4-trifluoromethanesulfanylphenyl)m^ 
dione; 

- l-(3-fluoroquinolin-4-ylmetiiyl)0-(4-trifluoroniethanesuIfanylphenyl)imidaTO 
dione; 

- l-(3-aminoquinolin-4-ylnielhyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidm^ 
20 dione; 

- 1 -(3 -methy laminoquinolin-4-ylmethy l)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine- 
2,4-dione; 

- 1 -(3-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

25 - 1 -(3-piperidinoquinolin-4-ylniethyl)-3-(4-trifluoroniethanesulfanylphenyl)imidazolidine- 
2,4-dione; 

- 1 -(5-methylquinolin-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione; 

- l-(5-methoxyquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
30 dione; 

- 1 -(5-chloroquinolin-4-ylmethyl)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine-2,4- 
dione; 

- l-(5-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imida2olidine-2,4- 
dione; 



FRAV2003/0002 US NP 355 

- 1 -(5-aminoqumolin-4-y lmethyl)-3-(4-trifluoromethanesulfanylphenyI^ 
dione; 

- 1 -(5-methylaminoquinolm-4-ylmethyl)-3 -(4-trifluoromethanesuIfanylphenyI)imidazoIidine- 
2,4-dione; 

5 - l-(5-dimethylammoqumoIm-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imidazolidine-2,4-dione; 

- l-(5-piperidmoquinolin-4-ylmethyl)0-(4-trifluoromethanesulfanylphenyl)m 
2,4-dione; 

- l-(6-methylqumolin-4-yImethyl)-3-(4-trifluoromethanesulfanylphenyl^ 
1 0 dione; 

- l-(6-methoxyquinolin-4-yImethyl)-3-(4-trifluoromethanesuIfanylphe 
dione; 

- 1 -(6-chloroquinolin-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)imida2olidine-2,4- 
dione; 

15 - l-(6-fluoroquinolin-4-ylmethyl)-3-(4-trifluoroniethanesulfanylphenyl)imi^^ 
dione; 

- 1 -(6-aminoquinolin-4-y Imethy l)-3 -(4-trifIuoromethanesulfany Iphenyl)imidazolidine-2,4- 
dione; 

- 1 -(6-methy laniinoquinolin-4-y Imethy l)-3-(4-trifluoroniethanesuIfanylphenyl^ 
20 2,4-dione; 

- 1 -(6-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanylphenyl)imida2olidine-2,4-dione; 

- 1 -(6-piperidinoquinolin-4-y lmethyl)-3 -(4-trifluoromethanesulfany Ipheny l)imidazolidine- 
2,4-dione; 

25 - 1 -(7-methylquinolin-4-ylmethyl)-3 -(4-tiifluoroniethanesulfany Ipheny l)inii 
dione; 

- 1 -(7-methoxyquinolin-4-y hnethy l)-3 -(4-trifluoromethanesulfany Ipheny l)imidazolidine-2,4- 
dione; 

- l-(7-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)iniidazolidine-2,4- 
30 dione; 

- 1 -(7-fluoroquinolin-4-y Imethy l)-3 -(4-trifluoromethanesulfany Ipheny l)imidazolidine-2,4- 
dione; 

- 1 -(7-aminoquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl)imidazolidine-2,4- 
dione; 
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- l-(7-methylaminoquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfan^^ 
2,4-dione; 

- l-(7-dimetbylaminoquinolm-4-ylmethyl)-3-(4-trifluoro- 
methanesulfanyIphenyl)imidazolidine-2,4-dione; 

- 1 -(7-piperidinoquinolm-4-y Imethy I)-3 -(4-trifluoromethanesulfanylphenyl)imidazolidine- 
2,4-dione; 

- 1 -(8-methylquinolin-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyl)iinidazolidine-2,4- 
dione; 

- 1 -(8-methoxyquinolin-4-y lmethyl)-3 -(4-trifluoromethanesulfany lphenyl)imidazolidine-2,4- 
dione; 

- 1 -(8-chloroquinolin-4-ylmethyl)-3 -(4-trifluoromethanesulfanylphenyI)imidazolidine-2,4- 
dione; 

- 1 -(8-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfanylphenyl^ 
dione; 

- 1 -(8-aminoqumolin-4-ylmethyl>3 -(4-trifluoromethanesulfanyIphenyl)imidazolidine-2,4- 
dione; 

- l-(8-methylaminoquinolm-4-ylmethyl)-3-(4-trifluoromethanesulf^ 
2,4-dione; 

- 1 -(8-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoro- 
inethanesulfanylphenyl)imidazolidine-2,4-dione; 

- 1 -(8-piperidinoqumolin-4-ylmethy l)-3 -(4-1rifluoromethanesulfanylphenyl)imidazolidme- 
2,4-dione; 

- 5,5-dimethyl-l-(2-methylquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 ,5 -dimethyl- 1 -(2-chloroquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-fluoroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)iinidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(2-aminoquinolin-4-ylmethyl)-3 -(4- 
trifIuoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyH-(2-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imida2olidine-2,4-dione; 
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- 5,5-dimethyl-l-(2-dimethylaminoqumolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(2-piperidmoquinolin-4-ylmethyl)-3-(4- 
trifluorometfianesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyH-(3-methylquinolin-4-ylmethyl)-3-(4- 
trifluorometfaanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(3-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfonylphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyl-l -(3-chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-fluoroqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylpbenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(3 -amiiioquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5,5-dimethyI-l-(3-methylammoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyI)imida2olidine-2,4-dione; 

- 5,5Kiimethyl-l-(3-dimethylaminoquinolin-4-ylmethyI)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(3-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(5-methylquinolin-4-ylmethyI)-3-(4- 
trifluoromethanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyM-(5-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-Klimethyl-l-(5-chloroqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5,5-dimethyl-l-(5-fluoroquinolm-4-ylmethyI)-3-(4- 
trifluoromethanesulfonylphenyl)imidazoIidme-2,4-dioiie; 

- 5,5-diinethyl-l-(5-aminoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l -(5-methylaminoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l -(5Hiimethylaininoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l-<5-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfonylphenyI)iinidazolidme-2,4-dione; 

- 5,5-dimethyl- 1 -(6-methylquinolin-4-y lmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5,5-dimetbyl- 1 -(6-methoxyqumolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidiiie-2»4-dione; 

- 5,5-dimethyl- 1 -(6-chloroqumolin-4-ylmethyl)-3 -(4- 
trifluorometfaanesulfonylphenyl)imidazoIidine-2,4-dione; 

- 5,5-dimethyl- 1 -(6-fluoroquinolin-4-yImethyl)-3 -(4- 

1 0 trifluoromethaiiesulfonylphenyl)imidazolidine-2,4-diohe; 

- 5,5-dimethyI-l-(6-aminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(6-methyIamirioquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfonylphenyl)imidazolidine-2,4-dione; 

15 - 5,5-dimethyl-l-(6-dimefhylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(6-piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-methylquinolin-4-ylmethyl)-3-(4- 
20 trifluoromethanesulfonylphenyl)imid^zolidine-2,4-dione; 

- 5,5-dimethyl-l-(7-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyI-l-(7-chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazoIidine-2,4-dione; 

25 - 5,5-dimethyl- l-(7-fluoroquinolin-4-yImethyl)-3-(4- 

trifluoromethaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(7-aminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-{7-methylaminoquinolin-4-ylinethyl)-3-(4- 
30 trifluoromethanesulfonylphenyl)imidazolidiQe-2,4-dione; 

- 5,5-dimethyl-l -(7-dimethylaminoquinolin-4-yhnethyl)-3-(4- 
trifluoromethaiiesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl- 1 -(7-piperidinoquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5,5-dimethyl-l -(8-methylquinolm-4-ylmethyl)-3-(4- 
trifluorome1hanesulfonylphenyI)iniidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(8-rnethoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(8-chloroquinolin-4-ylinethyl)-3-(4- 
trifluoromet}ianesuIfonylphenyl)imidazolidme-2,4-dioiie; 

- 5,5-dimethyl-l-(8-fluoroquinolin-4-yImetfayl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5,5KlimethyI-l -(8-ammoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonyIphenyI)iinidazoIidine-2,4-dione; 

- 5,5-dimethyl- 1 -(8-methylainmoquinolin^-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyI)imidazolidme-2,4-dione; 

- 5,5-dimethyl-l-(8-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonyIphenyl)imidazolidine-2,4-dione; 

- 5,5-dimethyl-l-(8-piperidmoquinolin-4-ylmethyl)-3-(4- 
tri£luoromethanesulfonylphenyl)imidazolidine-2,4--dione; 

- 4-(2-methylquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptaiie-5,7-dione; 

- 4-(2-methoxyquinolin)-4-ylme1hyl-6-(4-trifluoromethanesuIfonylphenyl)^ 
diazaspiro[2.4]heptaiie-5,7-dione; 

- 4-(2-chloroquinolin)-4-ylinethyl-6-(4-trifluoromethanesulfonylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(2-fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylpte 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(2-aminoquinolin)-4-ylmethyl-6-(4-trifluorome1hanesulfonylph^ 
diazaspiro[2.4]heptaiie-557-dione; 

- 4-(2-methylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylph 
diazaspiro [2 .4] heptane-S , 7-dione; 

-4-(2-dimethylaminoquinolin>4-ylmethyl-6-(4-trifluoromethanesulfon 
diazaspiro[2.4]heptaiie-5,7-dione; 

- 4-(2-piperidinoquinolin)-4-yljBethyl-6-(4-trifluoromethanesulfo^ 
diazaspiro[2.4]heptane-5, 7-dione; 

- 4-(3 -methy lquinolin)-4-y lmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptaiie-5,7-dione; 
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- 4-(3 -methoxyquinolm)-4-ylmethyl-6-(4-trifluoromethanesuIfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 ■^hloroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl) 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -fluoroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonyIphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-aminoquinolin)-4-ylmethyl-6-(4-1rifluoromethanesulfonylpheny 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -methylaminoqumolin)-4-ylmethyl-6-(4-trifluoromethanesuIfonylphen 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3-dimethylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethanes 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(3 -piperidinoqumolin)-4-ylmethy l-6-(4-trifluoromethanesulfony lphenyl)-4 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(5-methylquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylph^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(5-methoxyquinolm)-4-ylmelhyl-6-(4-trifluoromellianesulfonylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5K:hloroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5-fluoroquinolin)-4-ylme1hyl-6-(4-trifluoromethanesulfonylpheny 
diazaspiro[2,4]heptane-5,7-dione; 

- 4-(5-aminoqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5-methylammoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfony^^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5 -dimethy laminoqumolm)-4-ylmethyl-6-(4-trifluoromethanesulfo 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(5 -piperidinoqumolin)-4-y Imethy l-6-(4-trifluoromethanesulfony Ipheny 1^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<6-methylquinolin)-4-ylmethyl-6-(4-trifluoromethanesuIfonyIph^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(6-methoxyquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfonylpheny^ 
diazaspiro[2.4]heptane-S,7-dione; 
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- 4-(6-chloroquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<6-fluoroqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(6-aminoquinolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-4^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<6-methylaminoqumolm)-4-ylmethyl-6<4-trifluoix)methanesuIfon 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-<6-dimethylaminoqumolin)-4-yImethyl-6-<4-tri£luoromethanesulfo^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(6-piperidinoqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-methylquinoIin)-4-yImethyl-6-(4-trifluoromethanesulfonylphe 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-methoxyqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphenyl)-^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 4-(7-chloroquinolin)-4-ylmethyl-6-(4-tri£luoromethanesulfonylphenyl)^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-fluoroquinolm)-4-ylme1hyl-6-(4-trifluoromethanesulfonyIphenyl)-4,^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<7-ammoquinolm>4-ylmethyl-6<4-trifluoromethanesulfonylphenyl)^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(7-methylaminoquinoIm)-4-ylmethyl-6-(4-trifluoromethanesulfonyl^^ 
diazaspiro[2 .4]heptane-5 , 7-dione; 

- 4<7-dimethylaminoquinolm)-4-ylmethyl-6-(4-trifluoromethanesulfon^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4<7-piperidinoqumolin)-4-ylmethyl-6-{4-trifluoromethanesulfonylph^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-methylqumolin)-4-ylmethyl-6-(4-trifluoromethanesulfonylphen^^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-methoxyqumolin)-4-ylmethyl-6-(4-1rifluoromethanesulfonylphenyl)-4,6- 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8Hihloroquinolin)-4-ylmetJiyl-6-(4-trifluoromethanesulfonylphenyI)^ 
dia2aspiro[2.4]heptaiie-5,7-dione; 
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-4-(8-fluoroquinolm)-4-ylmethyl-6-<4-trifluoromethanesulfonylphenylM 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-aminoquinolin)-4-ylme1hyl-6-(4-tri£luoromethanesulfonylphenyl)-4,^ 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(8-methylaminoqumolin)-4-ylmethyl-6-(4-trifluoromethanesuIfon^ 
diazaspiro[2.4]heptane-5,7-dione; 

- 4-(8-dimethylaminoquinolin)-4-ylmethyl-6-(4-trifluoromethan 
diazaspiro[2.4]heptane-5,7-dione; 

-4-(8-piperidinoquiBolin)-4-ylmethyl-6-(4-trifluoromethanesul^^ 
dia2aspiro[2.4]heptane-5,7-dione; 

- 5-methyl-l -(2-methylquinolm-4-ylmethyl>-3-(4- 
trifluorome1hanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyH -(2-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(2-chloroquinolm-4-ylmethyl)-3 -(4- 
tiifluoromethanesulfonylphenyl)imida2»lidme-2,4-di^^ 

- 5-methyl-l-(2-fluoroqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-ammoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l -(2-methylammoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5-methyl-l-(2-dimethylaminoquinolm-4-ylmetiiyI)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(2-piperidinoqumolm-4-ylmethyl)-3-(4- 
trifluoromethanesixlfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(3 -methy lquinolin-4-y lmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5 -methyl- 1 <3 -methoxyqumolm-4-y Imethy l)-3 -(4- 
trifluoromethanesulfonylphenyl)imida2olidme-2,4-dione; 

- 5-methyI- 1 -(3-chloroqumolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(3-fluoroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5-methyl- 1 -(3-aminoquixioIin-4-ylmethyl)-3-(4- 
trifluoromethanestdfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(3-methylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

5 - 5-me1hyl-l-(3-dimethylaminoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)iinida2olidme-2,4-dione; 

- 5-methyl- 1 -(3 -piperidinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonyIphenyl)imidazoIidme-2,4-dione; 

- 5-methyl- 1 -(5-methylqumolin-4-ylmethyl>3-(4- 

1 0 trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(5-methoxyquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(5-chloroquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

15 - 5-methyl-l-(5-fluoroquinolin-4-ylmethyl)-3-(4- 

trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(5-aminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imida2olidine-2,4-dione; 

- 5-methyl-l-(5-methylaminoquinolin-4-ylmethyl)-3-(4- 
20 trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(5-dimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -{5-piperidmoqumolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

25 - 5-methyl-l-(6-methylquinolin-4-ylmethyl)-3-(4- 

trifluoromethanesuIfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(6-metho?Q^quinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(6-chloroquinolm-4-ylmethyl)-3 -(4- 

30 trifluoromethanesulfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl- 1 -(6-fluoroquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)miidazolidine-2,4-dione; 

- 5-methyl-l -(6-ammoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyI)imidazolidme-2,4-dione; 
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- 5-methyl- 1 -(6-methylaminoquinolin-4--ylmethyl)-3 -(4- 
trifluoromethanesuIfonylphenyl)imidazolidme-2,4-dione; 

- 5-methyl-l -(6Kiimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(6-piperidinoquinolm-4-ylmethyI)-3-(4- 
trifluoromethanesulfonylphenyl)imida2oIidme-2,4-dione; 

- 5-methyl- 1 -(7-methylqumolin-4-ylmethyl)-3 -(4- 
trifluorometlianesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(7-methoxyquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(7-chloroquinoIin-4-ylmethyl)-3-(4- 
trifluoromethajiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(7-fluoroqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(7-ammoquinolm-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(7-methylaminoquinolin-4-y lmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(7-dimethylammoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)miidazolidine-2,4-dione; 

- 5 -methyl- 1 -(7-piperidinoquinolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(8-methylqumolin-4-ylmethyl)-3 -(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l-(8-methoxyqumolm-4-ylmethyl)-3-<4- 
trifluoromethanesulfonylphenyI)imidazolidine-2,4-dione; 

- 5 -methyl- 1 -(8-chloroqumolin-4-ylmethy l)-3 -(4- 
trifluoromethanesulfonylphenyl)miidazolidme-2,4-dione; 

- 5-methyl-l -(8-fluoroquinolin-4-ylmethyl)-3-(4- 
trifluoromethaiiesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl-l -(8-aminoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(8-methylaminoqumolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 
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- 5-methyl-H8Klimethylaminoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- 5-methyl- 1 -(8-piperidmoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonyIphenyl)iinidazolidine-2,4-dione; 

- l-(2-methylquinolin-4-ylmethyl)-3K4-tri£luoromethanesulfo^ 
dione; 

- l-(2-methoxyqumolin-4-ylmethyl)-3<4-trifluoromethanesulfonylphen^ 
dione; 

- i-(2-chloroquinolin-4-ylmethyl)OK4-trifluoromethanesulfonylphen 
dione; 

- l-(2-fluoroquinolin-4-ylmethyl)-3-(4-trifluoroniethanesulfonylphenyl)in^^ 
dione; 

- l-<2-aminoquinolin-4-ylmetbyl)-3-(4-trifluoroniethanesulfonylphenyl)M 
dione; 

- 1 -(2-methylaminoquinolin-4-ylniethyl)-3<4-trifluoroniethanesulfonyIp^^^ 

2,4-dione; ^ 

- 1 -(2-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-2,4-dione; 

- i-(2-piperidinoquinolin-4-ylniethyl)-3-(4-trifluoronieaianesulfonylphen^^ 
2,4-dione; 

- l-(3-methylquinolin-4-ylniethyl)-3-(4-trifluorome1hanesulfonylphenyl)m 
dione; 

- 1 ^3 -inethoxyquinolin-4-ylniethyl)OK4-trifluoromethanesulfonylphenyl)im 
dione; 

- l-(3-chloroquinolin-4-ylniethyI)-3-(4-trifluoroniethanesulfonylphenyl)imidazoli 
dione; 

- l-(3-fluoroquinolin-4-ylmethyl)-3-(4-trifluoroniethanesulfonylphenyl)in^ 
dione; 

_ 1 -(3-aminoquinolin-4-ylmethyl)-3<4-trifluoroniethanesulfonylphenyl)imidaTO 
dione; 

- 1^3-methylaminoquinolin-4-ylniethyl>3K4-trifluoroniethanesulfo 
2,4-dione; 

- l-(3-dimethylaniinoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 
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- l-(3-piperidmoqumolin-4.ylmetfiyl)-3<4-trifluoromethanesutf^^ 
2,4-dione; 

_ i^5.inethylquinolm-4-ylmethyl)-3-(4-trifluoromethanesulfonylph^ 
dione; 

5 - H5.methoxyquinolin-4-ylmethyl)0<4-trifluoromethanesulfonylph^^^^ 
dione; 

- l-(5-chloroquinolin-4-ylmethyl>3K4-trifluoromethanesulfo^ 
dione; 

- l-(5-fluoroquinolin-4-ylmethyl)-3<4-trifluoromethanesulfonyl^^^ 
10 dione; 

. l-(5-aminoquinolin-4-ylmelliyl>3<4-trifluoroniethanesulfonylphenyl) 
dione; 

- l-(5-niethylaminoquinolin-4-ylmethyl)-3<4-trifluoroniethane 
2,4-dione; 

15 - l-(5-dimethylaminoquinolin-4-ylmethyl)-3-(4- 

trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(5-piperidinoquinolin-4-ylmethyl)-3K4-trifluoroniethanesulfonyl^^^ 

2,4-dione; 

- l-(6-methylquinolin-4-ylmethyl)-3-(4-trifluoroniethanesulfonyl^^^ 
20 dione; 

. i^6-methoxyquinolin-4-ylmethyl>3-(4-trifluoroniethanesulfonylphenyl^ 
dione; 

- l<6-chloroquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfon 
dione; 

25 - l-(6-fluorpquinolin-4-ylmethyl)-3<4-trifluoromethanesulfonylphenyl^ 
dione; 

- 1 -(6-aminoquinolin-4-ylmetbyl)-3-(4-trifluoroniethanesulfonylpheny 
dione; 

. l-(6-methylaminoquinolin-4-ylniethyl)-3K4-trifluoromethane^^ 

30 2,4-dione; 

- l-(6-dimethylaininoquinolin-4-ylmethyl)-3-(4- 
trifluoromethanesulfonylphenyl)imidazolidine-2,4-dione; 

- l-(6-piperidinoquinolin-4-ylniethyl)-3-(4-trifluorometh 
2,4-dione; 
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- 1 -(7-methylquinolm-4-ylmethyl)-3 -(4-trifluommethanesulfonylphenyI)imida2oIidine-2,4- 
dione; 

- 1 -(7-methoxyquinolin-4-y Imethy l)-3 -(4-trifluoromethanesulfony lphenyl)imida2olidine-2,4- 
dione; 

- 1 -(7-chloroquinolin-4-ylmethy l)-3 -(4-trifluoromethaiiesulfonylphenyl)imidazolidine-2,4- 
dione; 

- 1 -(7-fluoroquinolm-4-y linethyl)-3 -(4-trifluoromethanesulfonylpheny l)iinidazoIidixie-2,4- 
dione; 

- l-(7-aminoqumolin-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imi 
dione; 

- 1 -(7-methylaininoquinolin-4-y lmethyl)-3 -(4-trifluoroinethanesulfonylphenyl)imidazolidine- 
2,4-dione; 

- 1 -(7-dimethylammoqumolin-4-y Imethy l)-3 -(4-trifluoro- 
methanesulfonyIphenyl)imidazolidme-2,4-dione; 

- 1 -(7-piperidinoqumolm-4-ylmethyl)-3 -(4-trifluoromethanesulfonylphenyl)imida2olidiiie- 
2,4-dione; 

- l-(8-methylquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl^ 
dione; 

- lK8-methoxyquinolin-4-ylmethyl)-3-<4-trifluoromethanesulfonylphenyl)m 
dione; 

- 1 -(8-chloroquinolin-4-y Imethy l)-3 -(4-trifluoromethanesulfonylpheny l)imidazolidine-2,4- 
dione; 

- l-(8-fluoroquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione; 

- 1 -(8-aminoquinolin-4-y Imethyl)-3 -(4-trifluoromethanesulfonylphenyl)imidazolidine-2,4- 
dione; 

- 1 -(8-methylaminoquinolin-4-y lmethyl)-3 -(4-trifluoromethanesulfony lphenyl)imida2olidme- 
2,4-dione; 

- 1 -(8-dimethylaminoquinolin-4-ylmethyl)-3-(4-trifluoro- 
methanesulfonylphenyl)imidazolidine-254-dione; 

- l-(8-piperidinoquinolin-4-ylmethyl)-3-(4-trifluoromethanesulfonylphenyl)iniida2»lid 
2,4-dione 
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Table 1 (Ex. 264 to 332) 



